
Title: PYRIMIDINE DERIVATIVES   Abstract: The invention relates to
compounds of the general formula (I) wherein R[err] is lower alkyl, lower
alkoxy, pyridinyl,  pyrimidinyl, phenyl, -S-lower alkyl, -S(O)[err]-lower
alkyl,
-N(R)-(CH[err])[err]-N(R)[err],-O-(CH[err])[err],-N(R)[err],-N(R)[err], or
a cyclic tertiary amine  of the group which may contain one additional
heteroatom, selected from N, O or S, and wherein this group may be
connected  with the pyrimidine ring via the linker -O(CH[err])[err]-;
R[err] is hydrogen, lower alkyl, lower alkoxy, halogen or trifluoromethyl;
R[err]/R[err]  is, independently from each other, hydrogen or lower alkyl;
R[err] is independently from each other halogen, trifluoromethyl or lower
alkoxy; R[err] is hydrogen or lower alkyl; R is, independently from each
other, hydrogen or lower alkyl; X is -C(O)N(R)- or -N(R)C(O)-;  Y is -O-,
-S-, -SO[err]-, - or -N(R)-; n is 1,2,3 or 4; and m is 0,1 or 2; and to
pharmaceutically acceptable acid addition salts thereof.  They have a good
affitity to the NKI receptor and they are therefore suitable in the
treatment of diseases, related to this receptor. 6 May 2005  WO 02/42280
PCT/EPOI/13084  Pyrimidine derivatives The present invention relates to
Compounds of the general formula  R 2 R "t N  Y (R%  N x R 3 R  wherein R1
is lower alkyl, lower alkoxy, pyridinyl, pyrimidinyl, phenyl, -S-lower
alkyl, 5 -S(0)2-lower akl, -N(R)-(CH2).-N(R)2, -0-(CH,).-N(R)2, -N(R)2, or
a cyclic  tertiary amine of the group which may contain one additional
heteroatom, selected from N, 0 or S,  and wherein this group may be
connected with the pyrimidine ring via the linker  10 -O(CH2n.-; R2 is
hydrogen, lower alkyl, lower alkoxy, halogen or trifluoromethyl;  R'/R" is,
independently from each other, hydrogen or lower alkyl; R~ is independently
from each other halogen, trifluoromethyl or lower alkoxy;  R 5 is hydrogen
or lower alkyl; 15 R is, independently from each other, hydrogen or lower
akl;  ~x is -C(O)N(R)- or -N(R)C(O)-; 



Y is -0-, -S-, -SO,-, - or -N(R)-;  n is 1, 2,3 or 4; and 6 May 2005  WO
02/42280 PCT/EP01/13084  -2 m is 0, 1 or 2; and to pharmaceutically
acceptable acid addition salts thereof. The compounds of formula I and
their salts are characterized by valuable therapeutic  properties. It has
been surprisingly found that the compounds of the present invention are  5
antagonists of the Neurokinin I (NK-1, substance P) receptor. Substance P
is a naturally occurring undecapeptide belonging to the tachykinin family
of peptides, the latter being  so-named because of their prompt contractile
action on extravascular smooth muscle  tissue. The receptor for substance P
is a member of the superfamily of G protein-coupled  receptors. 10 The
neuropeptide receptor for substance P (NK-1) is widely distributed
throughout  the mammalian nervous system (especially brain and spinal
ganglia), the circulatory system  and peripheral tissues (especially the
duodenum and jejunum) and are involved in regulating a number of diverse
biological processes. The central and peripheral actions of the mammalian
tachykinin substance P have been  15 associated with numerous inflammatory
conditions including migraine, rheumatoid  arthritis, asthma, and
inflammatory bowel disease as well as mediation of the emetic reflex  and
the modulation of central nervous system (CNS) disorders such as
Parkinson's disease  (Neurosci. Res., 1996, 7,187-214), anxiety (Can. J.
Phys., 1997, 75, 612-621) and  depression (Science, 1998, 281, 1640-1645).
20 Evidence for the usefulness of tachykinin receptor antagonists in pain,
headache,  especially migraine, Alzheimer's disease, multiple sclerosis,
attenuation of morphine  withdrawal, cardiovascular, changes, oedema, such
as oedema caused by thermal injury,  chronic in fammatory diseases such as
rheumatoid arthritis, asthma/bronchial  hyperreactivity and other
respiratory diseases including allergic rhinitis, inflammatory 25 diseases
of the gut including ulcerative colitis and Crohn's disease, ocular injury
and ocular  inflammatory diseases reviewed in "Tachykinin Receptor and
Tachykinin Receptor - Antagonists", J. Anton. Pharmacol., 13, 23-93, 1993.
Furthermore, Neurokinin 1 receptor antagonists are being developed for the
treatment of a number of physiological disorders associated with an excess
or imbalance of  



30 tachykinin, in particular substance P. Examples of conditions in which
substance P has been implicated include disorders of the central nervous
system such as anxiety, depression  and psychosis (WO 95/16679, WO 95/18124
and WO 95/23798). The neurokinin-1 receptor antagonists are further useful
for the treatment of motion  sickness and for treatment induced vomiting. 6
May 2005  WO 02/42280 PCT/EPOI/13084  In addition, in The New England
Journal of Medicine, Vol. 340, No. 3 190-195, 1999  has been described the
reduction of cisplatin-induced emesis by a selective neurokinin-1- receptor
antagonist. Furthermore, US 5,972,938 describes a method for treating a
psychoimmunologic or  5 a psychosomatic disorder by administration of a
tachykinin receptor, such as NK- I  receptor antagonist. The usefulness of
neurokinin.1 receptor antagonists for the treatment of certain  forms of
urinary incontinence is further described in "Neuropeptides, 32(l), 1-49,
(1998)"  and "Eur. J. Pharmacol., 383(3), 297-303, (1999)". 10 Life Sci.,
(2000), 67(9), 985-1001 describes, that astrocy-tes express functional
receptors to numerous neurotransmitters including substance P, which is an
important  stimulus for reactive astrocytes in CNS development, infection
and injury. In brain tumors  malignant glial cells originating from
astrocytes are trig ered by tachykinins via NK-1  receptors to release
soluble mediators and to increase their proliferative rate. Therefore, 15
selective NK- I receptor antagonists maybe useful as a therapeutic approach
to treat  malignant gliomas in the treatment of cancer. In Nature (London)
(2000), 405(6783), 180-183 is described that mice with a genetic
disruption of NK-I receptor show a loss of the rewarding properties of
morphine. 20 Consequently NK-1 receptor antagonists maybe useful in the
treatment of withdrawal  symptoms of addictive drugs such as opiates and
nicotine and reduction of their  abuse/craving. NKI receptor antagonists
have been reported to have also a beneficial effect in the  25 therapy of
traumatic brain injury (oral disclosure by Prof Nimmo at the International
Tachykinin Conference 2000 in La Grande Motte, France, October 17-20, 2000
with the  title "Neurokinin 1 (NK- 1) Receptor Antagonists Improve the
Neurological Outcome  Following Traumatic Brain Injury" (Authors: A.J.
Nimmo, C.J. Bennett, X.Hu, L Cerriak,  



R. Vink-). 30 The compounds of the present invention are further useful for
the treatment of  benign prostatic hyperplasia (BPH), which is common in
older men. BPH can be  progressive and lead to urinary retention,
infections, bladder calculi and renal failure. This  indication has been
reported in EP 01109853.0. 35 The compounds of formula I can also be used
in the form of their prodrugs, for  example in form of their N-oxides. The
prodrugs may add to the value of the present 6 May 2005  -4 compounds
advantages in adsorption, pharmacokinetics in distribution and transport to
the brain, Objects of the present invention are the compounds of formula I
and pharma- ceutically acceptable salts thereof, the preparation of the
above-mentioned compounds,  medicaments containing them and their
manufacture as well as the use of the above- mentioned compounds in the
control or prevention of illnesses, especially of illnesses and P
disorders of the kind referred to earlier or in the manufacture of
corresponding  medicaments. In a first aspect, the present invention
provides compounds of the general  formula R 4)  (R N x  R 3 RT  R N
wherein  R' is lower alkyl, lower alkoxy, pyridinyl, pyrimiclinyl, phenyl,
-S-lower alk-)4,  -S(O)2-lower alk7l, -N(R)-(CH2)~-N(R)2, -0-(CH2).-N(R)2,
-N(R)2, or a cyclic  tertiary amine of the group which may contain one
additional heteroatorn, selected from N, 0 or S, and wherein this group may
be connected with the pyrimidine ring via the linker  



-O(CH2).-l R~ is hydrogen, lower alkyl, lower alkoxy, halogen or
trifluoromethyl;  R 3 /R 3' is, independently from each other, hydrogen or
lower alkyl; R4 is independently from each other halogen, trifluoromethyl
or lower alkoxy;  Rs is hydrogen or lower alkyl; R is, independently from
each other, hydrogen of lower alkyl;  x is -C(O)N(R)- or -N(R)C(O)-; 6 May
2005  4a y is -0-, -S-, -SO2-, - or -N(R)-;  n is 1, 2, 3 or 4; and M. is
0, 1 or 2; and pharmaceutically acceptable acid addition salts thereof. In
a second aspect, the present invention provides a medicament containing one
or more compounds according to the first aspect and pharmaceutically
acceptable  excipients. In a third aspect, the present invention provides a
medicament according to the  second aspect for the treatment of diseases
related to NK- I receptor antagonists. In a fourth aspect, the present
invention provides a process for preparing a  compound of formula I as
defined in the first aspect, which process comprises a) reacting a compound
of formula R 2  y :~:;,)rNHR  N with a compound of formula 6 May 2005  4b
(R  0 R 3 R 3- to a compound of formula 2 



y R 3 R R 3 N N (R %  0 R N I a wherein Y, R', R~, R3, R3', R4, R and m
have the significances given above,  or b) reacting a compound of formula 2
Y 0  N hal IV  with a compound of formula (R 4  NOHR~r 3 _T '~Z,  R 3 R 3'
V  to give a compound of formula 2 y 0 R3 R T (R 4  N) N R ZZ, R Ib 6 May
2005  4c wherein Y,-R', R~, R, R3', R and m have the significances given
above, or  c) reacting a compound of formula r"'i R 2  y  Y 0 NYNHR  R N A



with a compound of formula 4  hal 3, 0-~  R R VII  to a compound of formula
y  yYO R 3 R 3. (R 4  N y R, N Ib wherein hal is Cl, Br or 1, and Y, R', R,
R and m have the significances  given above, or d) reacting a compound of
formula y OH  R111N) Vill  with a compound of formula 6 May 2005  4d  H (R
4  R' N 3 l~~- 03, R R V  to a compound of formula 2  Y 0 R 3' (R 4 R N Ib
wherein Y, R', R2, R, R3, R4, R and m have the significances given above,
or  e) alkylating a compound of formula V2 q 2 Y 0 3 R 3, (R 4). Y H R5 R
3' (R 4  N' N N 



H 0  R N or R N lal  to a compound of formula 2 2 0 R 3 R 3' Y R R 3 R 3- 4
(R 4 (R  N N  I N 5::,. 0  R R :'f'- Oy N Ib Al -0  or R N wherein Y, R',
R2, R3, R and m have the significances given above, or  f) transforming a
compound of formula 6 May 2005  4e (R %  Y N N "~ x R3  S' N to a compound
of formula (R %  Y x  Fe3 3- R TI  lls~ N 0 0 1-2  wherein X, Y, R', R2, R,
R", R4 and m have the significances given above, or  reacting a compound of
formula (R 4).  



Y x  3X0 ill R R 3'  '.~' I C~ '0 1-2 vAth a corresponding cyclic or non
cyclic amine to a compound of formula  qR2  Y N x  f R 3x T. A N 1-3  or
with a corresponding alcohol to a compound of formula 6 May 2005  - 4f  52
(R%  Y 'X  R3  B N wherein Y,X, R1, R2, R 3, RY' R4 and m have the
significances given above, A is  -N(R)-(CH,),-N(R)2, -N(R)2 or a cyclic
tertiary amine of the formula and B is lower alkoxy, -0-(CH2),-N(R)2 or
,(CH2).-O- R and R' is described as above, or h) modifying one or more
substituents R', R, R', R", R 4 or R within the definitions  given above,
and if desired, converting the compound obtained into a pharmaceutically
acceptable add  addition salt. In a fifth aspect, the present invention
provides a compound according to the  first aspect, whenever prepared by a
process according to the fourth aspect or by an  equivalent method. In a
sixth aspect, the present invention provides the use of a compound in the  



first aspect for the treatment of diseases. In a seventh aspect, the
present invention provides the use of a compound in the  first aspect for
the manufacture of medicaments containing one or more compounds of  formula
I for the treatment of diseases related to NK- I receptor antagonists. 6
May 2005  4g  As used herein, the term "lower alkyl" denotes a saturated
straight- or branched- chain alkyl group containing from I to 7 carbon
atoms, for example, methyl, ethyl, propyl,  isopropyl, n-butyl, i-butyl,
2-butyl, t-butyl and the like. Preferred lower alk-YI groups are  groups
with 1 - 4 carbon atoms. The term "halogen" denotes chlorine, iodine,
fluorine and bromine. The term "lower alkoxy" denotes a group wherein the
alkyl residue is as defined  above, and which is attached via an oxygen
atom The term "cyclic tertiary amine" denotes a five or six membered
heterocyle, where I in  one N atom is always connected to the pyrimidine
ring and which may further contain N,  O or S atoms, for example
pyrrolidinyl, imidazolidinyl, pyrazolidinyl, piperidinyl,  piperazinyl,
morpholinyl, thiomorpholinyl, thiomorpholin-I,I-dioxo or thiomorpholin-l-
oxo. The term "pharmaceutically acceptable acid addition salts" embraces
salts with  inorganic and organic acids, such as hydrochloric acid, nitric
acid, sulfuric acid,  phosphoric acid, citric add, formic add, fumaric
acid, maleic acid, acetic add, succinic  acid, tartaric acid,
methane-sulfonic acid, p-toluenesulfonic acid and the like. The most
preferred indications in accordance with the present invention are those,
which include disorders of the central nervous system, for example the
treatment or  prevention of certain depressive disorders oz emesis by the
administration of N-K- I  receptor antagonists- A major depressive episode
has been defined as being a period of at  least two weeks during which, for
most of the day and nearly every day, there is either  depressed mood or
the loss of interest or pleasure in all, or nearly all activities.
Preferred are compounds of formula 1, in which X is -C(O)N(CH3)- and Y U
-0-- Exemplary preferred compounds of this group are those, wherein R1 is a
cyclic tertiary  amine, for example the following compounds: 6 May 2005  WO
02/42280 PCT/EPOI/13084  -5 



2-(4-methyl-piperazin-1-yl)-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-amide,
2-piperazin-1-yl-4-o-tolyloxy-pyrimidine-5-carboxyhc acid
(3,5-bis-trifluoromethyl- benzyl)-methyl-amide or 5
4-(2-chloro-phenoxy)-2-(4-rnethyl-piperazin-1-yl)-p7iimidine-5-carboxylic
acid (3,5-bis- trifluoromethyl-benzyl)-methyl-amide. Further preferred
compounds of the above mentioned group are those, wherein R' is
-0-(CH2),-cyclic tertiary amine or the group -0-(CH,)-NR2. Such compounds
are  2-(2-morpholin-4-yl-ethoxy)-4-o-tolylo,cy-pyrimidine-5-carboxyiic acid
(3,5-bis io trifluoromethyl-benzyl)-methyl-amide or
2-(2-dimethylamino-ethoxy)-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-amide. Further preferred are
compounds of formula 1, in which X is -N(CH3)C(O)- and Y is -0-. Exemparly
preferred compounds of this group are those, wherein R' is 15 -S-lower
alkyl, for example the following compounds:
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-methylsulfanyl-4-o-tolylox
y- pyrimidin-5-yl)-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-plienoxy)-2-methylsulfany
l-pyrimidin- 5-yll -N-methyl-isobutyramide or 20
2-(3,~-bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-methylsulfanyl
- pyrimidin-5-yll -N-mediyl-isobutyramide. Further preferred compounds of
the above group are those, wherein R1 is  a cyclic tertiary amine, for
example the following compounds:
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-morpholin-4-yl-4-o-tolylox
y- 25 pyrimidin-5-7l)-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-
[2-(4-methyl-piperazin-1-yl)-4-o- tolyloxy-pyrimidin-5-yll -isobutyramide,
2-(3,5-bis-trifluorometh7l-pheriyl)-N-methyl-N-(2-piperazin-I
-yl-4-o-tolyloxy- pyrimidin-5-yl)-isobutyramide, 3o
2-(3,5-bis-trifluoromethyl-phenyl)-N-
[4-(4-fluoro-phenoxy)-2-(4-methyl-piperazin-l- yl)-pyrimidin-5-yll
-N-methyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phen7l)-N-[4-(4-fluoro-phenoxy)-2-piperazin-1-yl
-pyrin-iidin- 5-ylj -N-methyl-isobutyraniide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-morpholin-4-yl
- 



35 pyrimidin-5-7l]-N-rnethyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2-cWoro-phenoxy)-2-(4-rnethyl-pipe
razin-l- yl)-pyrimidiri-5-yl]-N-methyl-isobutyramide or 6 May 2005  WO
02/42280 PCT/EPOI/13084  -6
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-piperazin-1-YI
-pyrimidin- 5-yl]-N-methyl-isobutyramide. Preferred compounds of this group
are further those, wherein R' is  -N(R) (CH2).NR2, for example the
following compounds: 5
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethylaniino)-4-o-t
olyloxy- pyrimidin-5-711-N-rnethyl-isobutyramide or I
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(2-dimeth7lamino-ethylamino)-4-(4-f
luoro- phenoxy)-pyrimidin-5-yl]-N-methyl-isobutyramide. Further preferred
compounds of this group are those, wherein R1 is io -O(CH2),-CYChC tertiary
amine or the group -O(CH2)~NR2, for example the following  compounds:
"-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-[2-(2-rnorpholin-4-yl-etboxy)
-4-o- tolylo.-cy-pyrimidin-5-yll-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2-cliloro-phenoxy)-2-(2-rnorpholin
-4-yl- 15 ethoxy)-p),rimidin-5-yl]-N-methyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethoxy)-4-o-tolylo
xy- pyrimidin-5-yl]-N-methyl-isobutyramide, ,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(3-dimethylainino-propoxy)-4-o-toly
loxy- pyrimidin-5-yl]-N-methyl-isobutyramide, 20
2-(3,5'-bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethoxy)-4-(4-fluo
ro- phenoxy)-pyrimidin-5-yl] -N-methyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(3-dimethylamino-propoxy)-4-(4-fluo
ro- phenoxy)-pyrimidin-5-yl] -N-methyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(2-(iimethylamino-ethoxy)-4-(2-cblo
ro 25 phenoxy)-pyrimidin-5-yl]-N-methyl-isobutyramide or
2-(3,5-bis-trifluoromediyl-phenyl)-N-(2-(3-dimethylainino-propoxy)-4-(2-chl
oro- pheno.,cy)-pyrimidin-5-yl]-N-methyi-isobutyramide. The present
compounds of formula I and their pharmaceutically acceptable salts can  



3o be prepared by methods known in the art, for example, by processes
described below,  which process comprises a) reacting a compound of formula
6 May 2005  WO 02/42280 PCT/EPOI/13084 -7- R 2  y y NHR  R N i~ith a
compound of formula (R  0 hal--~X-O  R 3 R 3. 111  to a compound of formula
rl~K R 2 Y R R3 3- R  1'1~ N-- I N (R 4  I 0 5 R N la wherein Y, R', R2,
R", R~, R and m have the significances given above,  or b) reacting a
compound of formula 2 y 0  N hal  R N IV  10 with a compound of formula 6
May 2005  



WO 02/42280 PCTIEP01/13084  ~8 (R 4  3 NOHRI  R 3 R 3 V  to give a Compound
Of formula 2  y 0 R 3 R3' 4 Ib  wherein Y, R', R2, R 3 R 3 R, R and m have
the significances given above, or  C) reacting a compound of formula rrl~ R
2  y  Y 0 N)--"NHR  R N VI  with a compound of formula 4  ihaoll M  3 -3 R
R VII  to a compound of formula 2 R (R4)m  N ' y 10 R N Ib 6 May 2005  WO
02/42280 PCT/EP01/13084 -9- wherein hal is Cl, Br or I, and Y, R', R2, R,
R", R4, R and m have the sipificances  



given above, or d) reacting a compound of formula R  y 0  N OH Vill  5 with
a compound of formula R I N  HI  R R V  to a compound of formula y 0 R 3'
(R %  N- 'N I  R N I b wherein Y, R, R2, R, R3., R4, R and m have the
significances given above, or  10 e) alkylating a compound of formula 2  y
0 3 3. y 3 3 R (R% H R R (R 4  N N N H  R N W or R N 0 lal  to a compound
of formula 6 May 2005  WO 02/42280 PCTfEP01/13084  -10 q2 2  Y 0 R R 3' R 3
(R R R (R 4  N~ 'N N I/ N I  N 11 bu 



or R' N [a  3 wherein Y, R', R2, R, R , R4, R and m have the significances
given above, or  f) transforming a compound of formula 2 (R 4).  Y x N 3x R
R  A S N  5 to a compound of formula 2 (R %  N Y x R 3 R 3.  N 0 0 1-2
whereinX, Y, R', R, R, R3., R~ and m have the significances given above, or
g) reacting a compound of formula 2 (R 4  Y x N R 3 3- N I 0 0 1-2 10 with
a corresponding cyclic or non cyclic amine to a compound of formula 6 May
2005  WO 02/42280 PCT/EPOI/13084 q' Y XOR 4 N X  FR 3 R 3 



A N 1-3  or with a Corresponding alcohol to a compound of formula  (R') N M
N \ R 1. 1-4  wherein Y, X, R', R 2 , R3, R3', R4 and m have the
significances given above, A is  5 -N(R)-(CH2),-N(R)2, -N(R)2 or a cyclic
tertiary amine of the formula R 5 and B is lower alkzoxy~ -0-(CH2),-N(R)2
or (CH2)1-0- R and R5 is described as above, or 10 h) modifying one or more
substituents R', R2, R, R", or R within the definitions  given above, and
if desired, converting the compound obtained into a pharmaceutically
acceptable add  addition salt. In accordance with process variant a) DIPEA
(N-ethyldiisopropyl-amine) is added to  15 a mixture of a compound of
formula II and of a compound of formula III in  dichloromethane and the
mixture is stirred at temperatures between 25-40'C. The desired  compound
of formula la is isolated after purification in good yields. Process
variant b) describes the reaction of a compound of formula IV with a
compound of formula V to a compound of formula lb. The reaction is carried
out in 6 May 2005  WO 02/42280 PCT/EPOI/13084  -12 conventional manner, for
example in a solvent like toluene in the presence of triethyl- amine. The
mixture is refluxed for about I hour. In accordance with process variant c)
a compound of formula lb is prepared. This  reaction is carried out with
DIPEA (N-ethyldfisopropyl-amine) which is added to a 5 mixture of a
compound of formula VI and of a compound of formula VII in
dichloromethane. A further method for the preparation of a compound of
formula lb is described in  process variant d). A compound of formula VIII
is treated with a compound of formula V  



in the presence of EDCI (1-(3-dimethylaminopropyl)-3-ethyl-carbodiimide and
10 HOBT (1-hydroxybenzotriazole hydrate) and triethylamine in conventional
manner.  Compounds of formulas Ia or Ib may be prepared by alkylating the
-NH-linking  group with a corresponding lower alkyl iodine in the presence
of NaH in DMF in  accordance with process variant e) in conventional
manner. In accordance with process variant 0 a compound of formula I- I is
treated with m- 15 CPBA in dichloromethane to give a compound of formula
1-2. Furthermore, this  compound may then be treated with a corresponding
cyclic amine, such as morpholine,  piperazine or methyl-piperazine to a
corresponding compound of formula 1-3 or with a  corresponding alcohol,
such as 2-dimethylaminoethanol or N-(2- hydroxyethyl)morpholine, to a
corresponding compound of formula 1-4 in accordance  20 with process
variant 'a). The salt formation is effected at room temperature in
accordance with methods  which are known per se and which are familiar to
any person skilled in the art. Not only  salts with inorganic acids, but
also salts with organic acids come into consideration.  Hydrochlorides,
hydrobromides, sulphates, nitrates, citrates, acetates, maleates,
succinates, 25 methan-sulphonates, p-toluenesulphonates and the like are
examples of such salts. The followin- schemes 1-4 describe the processes
for preparation of compounds of  0 formula I in more detail. The starting
materials are known compounds or may be prepared  according to methods
known in the art. In the schemes the following abbreviations have been
used:  3o DIPEA N-ethyldiisopropyl-amine EDCI
1-(3-dimethylaminopropyl)-3-ethyl-carbodiimide  HOBT 1-hydroxybenzotriazole
hydrate DMF dimethylformamid  m-CPBA m-chloroperbenzoic acid 6 May 2005  WO
02/42280 PCT/EPOI/13084 -13- DPPA diphenylphosphoryl azide  Scheme I OH 0
hal 0 OH Al  N N 0 acetonitrile  



0 POC13 R N CS2C03  R N Ix x 2 R 2 p 4 M  0 0 0 0 H ethanol + R- N  NaOH OH
R R  R N x1l R N VIIII V  R 2 EDCI,HOBT,NEt3 y 3 CH2Cl2 0 0 R 3- R 4)m  N'
R N ibI R', R2, R3, R" and R' have the significances given above and R is
lower alkyl.  5 6 May 2005  WO 02/42280 PCT/EPOI/13084  -14 Scheme 2 R 2 R
2  (R 4) M y 3  Y 0 y + H2N EDCl,HOBT 0 R 3- fR 4),  - NEt3  3X P3 H  OH R
CH Cl, N:~ N  R xill 2 I'Al N Vill R N 



R lb2  NaH,DMF Rl y 0 R 3 N~' (R %  R N Ib R', R 2 R, R", R 4 and Y have
the significances given above and R is lower alkyl,  Scheme 3 R 2 R 2 (R 4
(R 4) M  y Mm-CPBA y x  N 3.  3 CH Cl 3 R  R R 2 2 1 XO, S N S. N R 0 0 12
amine allcohol,Cs2co,  dioxane acetonitril  R 2 (R % 2  y R  (R 4 N Q- M  A
N-:-' R3' 13 . y N ".,0  B N R3'NR3' 14 6 May 2005  WO 02/42280
PCUEP01/13084 -15- R 2, R3, R3'., R4, X, Y and rn have the significances
given above, A is  -N(R)-(CH2),-N(R)2, -N(R)2 or a cyclic tertiary amine of
the formula  and B is lower alkoxy, -0-(CH2),-N(R)2 Or ACI-12)n-0- 5 



and R5 is described as above. Scheme 4 R 2 R 2  DPPA, NEt Y Y 0 + OH 3 Y H
THF N N 0  N OH I x  R 0  N Vill R N x1v  R Y R HCI, MeOH qR2  NaH, RI Y R
N I N X H DMF j Y, -,, N  0 R N xv R N  R 0 (R 4 )m hal 3 3' Y R 3 31 R R
III R R (R4).  0 la  N CHX12. DIPEA R N  R, R1, R 2, R 3, RY' W, Y and m
have the significances given above. As mentioned earlier, the compounds of
formula I and their pharmaceutically usable  io addition salts possess
valuable pharmacological properties. It has been found that the  compounds
of the present invention are antagonists of the Neurokinin 1 (NK-1,
substance  P) receptor. The compounds were investigated in accordance with
the tests given hereinafter. 



6 May 2005  WO 02/42280 PCTIEP01/13084  -16 The affinity of test compounds
for the NK, receptor was evaluated at human NKi receptors  in CHO cells
infected with the human NKI receptor (using the Semliki virus expression
system) and radiolabelled with [3 H] substance P (final concentration 0.6
nM). Binding  assays were performed in HEPES buffer (50 mM, PH 7.4)
containing BSA (0.04 %) 5 leupeptin (8 jig / ml), MnC12 (3mM) and
phosphoramidon (2~LM). Binding assays  consisted of 250 gl of membrane
suspension (1.25xlO 5 cells / assay tube) 0. 125 0 of buffer  of displacing
agent and 125 [LI of [3 H] substance P. Displacement curves were determined
with at least seven concentrations of the compound. The assay tubes were
incubated for 60  min at room temperature after which time the tube
contents were rapidly filtered under 10 vacuum through GF/C filters
presoaked for 60 min with PEI (Q.3%) with 2 x 2 nil washes  of HEPES buffer
(50 mM, PH 7.4). The radioactivity retained on the filters was measured  by
scintillation counting AD assays were performed in triplicate in at least 2
separate  experiments. The affinity to the NK-1 receptor, given as pKi, is
in the scope of 6.00 - 9.38 for the  15 described compounds. Examples of
the pKi data for such compounds are described in the table below.  Example
No. PKI 1 7.38  4 8.54  7 83 )3  11 6.77  15 7.55  19 6.71  23 7.01  29
6.50  39 7.79  44 7.70  49 9.04 6 May 2005  WO 02/42280 PCT/EPO]113084  



-17 52 9.10  63 8.02  73 7.49 The compounds of formula 1 as well as their
pharmaceutically usable acid addition  salts can be used as medicaments,
e.g. in the form of pharmaceutical preparations. The  pharmaceutical
preparations can be administered orally, e.,-. in the form of tablets,
coated 5 tablets, dragees, hard and soft gelatine capsules, solutions,
emulsions or suspensions. The  administration can, however, also be
effected rectally, e.g. in the form of suppositories, or  parenterally,
e.g. in the form of injection solutions. The compounds of formula I and
their pharmaceutically usable acid addition salts  can be processed with
pharmaceutically inert, inorganic or organic excipients for the 10
production of tablets, coated tablets, dragees and hard gelatine capsules.
Lactose, corn  starch or derivatives thereof, talc, stearic acid or its
salts etc can be used as such excipients  e.g. for tablets, dragg6es and
hard gelatine capsules. -Suitable excipients for soft gelatine capsules are
e.g, vegetable oils, waxes, fats, semi- solid and liquid polyols etc. 15
Suitable excipients; for the manufacture of solutions and syrups are e.g..
water,  polyols, saccharose, invert sugar, glucose etc. Suitable excipients
for injection solutions are e.g. water, alcohols, polyols, gglycerol,
vegetable oils etc. Suitable excipients for suppositories are e.g. natural
or hardened oils, waxes, fats,  20 semi-liquid or liquid polyols etc.
Moreover, the pharmaceutical preparations can contain preservatives,
solubilizers,  stabilizers, wetting agents, emulsifiers, sweeteners,
colorants, flavorants, salts for varying  the osmotic pressure, buffers,
masking agents or antioxidants. They can also contain still  other
therapeutically valuable substances. 25 The dosage can vary within wide
limits and will, of course, be fitted to the individual  requirements in
each particular case. In general, in the case of oral administration a
daily 6 May 2005  WO 02/42280 PCT/EPOI/13084 dosage of about 10 to 1000 mog
per person of a compound of general formula I should be  appropriate,
although the above upper limit can also be exceeded when necessary. The
following Examples illustrate the present invention without limiting it.
All  



temperatures are given in degrees Celsius. 5 Example I
2-Meth7lsulfanyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl- benzyl)-methyl-an-iide a)
2-Methylsulfanyl-4-o-tolyloU-gyrimidine-5-carboxvlic acid ethyl ester To a
solution of 5.40 g (23.31 mmol)
4-cMoro-2-methylsulfanyl-pyrimidine-5-carboxylic  10 acid ethyl ester in
150 ml acetonitrile 3.26 (30.17 mmol) o-cresol and 30.25 g (92.83  MMOl)
CS'C03 were added and the reaction mixture was stirred for 14 h at RT. The
suspension was poured into ice-water and extracted two times with CF12CI2.
The combined  organic phases were dried (Na,S04), filtered and evaporated
to give 7.0 g (99 %) 2- methylsulfanyl-4-o-tolyloxy-pyrimidine-5-carboxylic
acid ethyl ester, which was directly  15 used for the next step b)
2-Methansulfonvi-4-o-tolyloLcy-puimidine-5-carbg-:!~Llic acid To a solution
of 7.0 g (23.0 mmol) 2-methylsulfanyl-4-o-tolylo,~y-pyrimidine-5-carboxylic
acid ethyl ester in 50 nil ethanol a solution of 1.37 g (34.50 mmol)
sodiurnhydroxide in 30  ml water was added and the resultina mixture was
stirred I h at RT. The pH of the solution 20 was adjusted to I with 25% HCL
The mixture was extracted twice with CH2C12. The  combined organic phases
were dried (Na,S04), filtered and evaporated. The resulting solid  was
triturated twice with 10 ml diisopropylether, filtered off and dried to
give 3.00 g (47 %)  2-methylsulfanyl-4-o-tolyloxy-pyrimidine-5-carboxylic
add as a colorless solid, MS (ISN)-.  257.1 (M-H)-. 25 c)
2-Methylsulfanyl-4-o-tolylo)Lv-pydmidine-5-carboxviic acid
(3,5-bis-trifluoromed2yl- benzyl)-methyl-amide To a solution of 1.0 g (3.62
mmol) 2-methylsulfanyl-4-o-tolyloxy-pyrirnidine-5-carboxylic  acid in 60
nil CH2CI2 1.0 ml (7.24 mmol) triethylamine, 0.554 (3.62 mmol) 1-hydroxy-
benzotriazole and 0.69 g (3.62 mmol)
N-(3-diinethylarninopropyl)-N'-ethylcarbodiiinide 30 hydrochloride 1.11 gg
(4.34 mmol) (3,5-bis-trifluormethyl-benzyl)-methyl-amin were  added. The
reaction mixture was stirred for 16 hrs. The reaction mixture was diluted
with  20 ml CH2CI2, washed with 50 ml 0.5N HCl and 50 n-d H20. The aqueous
layers were  backextracted with 50 ral CH2CI2. The combined organic layers
were dried (MgS04),  filtered and evaporated. The residue was purified by
chromatography (Si02, 35 CH2CI2/MeOH,40:1) to give 1.80 g (96 %)
2-methylsulfanyl-4-o-tol7loyy-pyrimidine-5 6 May 2005  WO 02/42280
PCT/EP01/13084 



carboxylic acid (3,5-bis-trifluoroinethyl-benzyl)-methyl-amide as a
colorless foam, NIS  (El): 515 (W). Example 2
2-Methanesulfonyl-4-o-tolyloxy-pyriinidine-5-carboyylic acid
(3,5-bis-trifluoromethyl- 5 benzyl)-methyl-an-tide To a solution of 1.70 a
(3.30 mmol) 2-methylsulfanyl-4-o-tolyloxy-pyrimidine-5- carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide in 70 ral CH2Cl2 2.03  (8.24
mmol) 3-c bloroperbenzoic acid (70 %) was added at 5 ' and the reaction
mixture  stirred for 2 hrs. at RT. After addition of 150 nil sat.
NaHC03-solution, the layers were 10 separated, the organic phase washed
with sat. NaHC03-solution, dried (Na2SO4), filtered  and evaporated. The
residue was purified by chromatography (Si02, CH2CI2/ethyl acetate  9:1) to
give 1.50 - (83 %) 2-methanesulfonyl-4-o-tolyloxy-pyrimidine-5-carboxyhc
acid  (3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a colorless solid,
MS (ISP): 548.1  (M+H)+. 15 Example 3
2-Morpholin-4-yl-4-o-tolyloxy-pyriniidine-5-carboxylic acid
(3,5-bis-trifluoromethyl- benzyl)-methyl-amide To a solution of 0.2 (0.37
mmol) 2-methanesulfonyl-4-o-tolyloxy-pyrimidine-5 20 carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide in 10 ml dioxane 0.08 nil
(0.91 mmol) morpholine was added. The reaction mixture was stirred for 16
hrs. After  evaporation of the solvent, the residue was distributed between
50 rril CH2CI2 and 50 ml  H,O. The aqueous layer was extracted with 50 ml
CH,C12, the combined organic layers  dried (MgS04), filtered and
evaporated, The residue was purified by chromatography 25 (Si02,
CH2CI2/MeOH 40:1) to give 0.18 g (88 %) 2-morphohn-4-71-4-o-tolyloxy-
pyrimidine-5-carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide
as a colorless  oil, MS (ISP): 555.2 (M+H)+. Example 4 30
2-(4-Methyl-piperazin-1-yl)-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-aniide  To a solution of 0.25 g
(0.46 mmol) 2-medianesulfonyl-4-o-tolyloxy-pyrimidine-5- carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide in 10 ml dioxane 0. 12 nil
(1.14 mmol) 1-methylpiperazine was added. The reaction mixture was stirred
for 16 hrs. 35 After evaporation of the solvent, the residue was
distributed between 50 nil CH202 and  



50 ml H20. The aqueous layer was extracted with 50 rul CH2CI2, the combined
organic 6 May 2005  WO 02/42280 PCT/EPOI/13084  -20 layers dried (MgS04),
filtered and evaporated. The residue was purified by  chromatography (Si02,
CH2CI,/MCOH/NH40H 140:10:1) to give 0.2 g (77 %) 2-(4-
methyl-piperazin-1-yl)-4-o-tolyloxy-pyrimidine-5-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide as a colorless foam, MS (ISP): 563.3
(M+H)~.  5 Example 5  2~Piperazin-1-yl-4-o-tolyloxy-pyrimidine-5-carboxylic
acid (3,5-bis-trifluoromethyl- benzyl)-methyl-amide To a solution of 0.32 g
(0.58 mmol) 2-rnethanesulfonyl-4-o-tolylo),T-pyrimidirie-5 10 carboxylic
acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide in 10 rill dioxane 0.125
g  (1.46 mmol) piperazine was added- The reaction mixture was stirred for
16 hrs. After  evaporation of the solvent, the residue was distributed
between 50 nil CH202 and 50 nil  H20. The aqueous layer was extracted with
50 nil CH2021, the combined organic layers  dried (M.604), filtered and
evaporated. The residue ivas purified by chromatography 15 (Si02,
CH2C12/MeOHINH40H 110:10:1) to giveO.25 g (77 %) 2-piperazin-1-yl-4-o-
tolyloxy-py-rimidine-5-carbocylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a  colorless foam, MS
(ISP): 554.2 (M+H)+. Example 6 20
2-(2-Dimediylanlino-ethylaniino)-4-o-tolyloxy-p7rirriidine-5-carbo.xylic
acid (3,5~bis- trifluoromethyl-benzyl)-methyl-amide To a solution of 0.25 g
(0.46 mmol) 2-methanesulfonyl-4-o-tolyloxy-pyrimidine-5- carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide in 10 nil dioxane 0.125 ml
(1.14 mmol) 2-dimethylaminoethylamine was added. The reaction mixture was
stirred for 25 16 lus. After evaporation of the solvent, the residue was
distributed between 50 nil  CH2C12 and 50 ml H20. The aqueous layer was
extracted with 50 in] CH202, the combined  organic layers dried (MgS04),
filtered and evaporated. The residue was purified by  chromatography (Si02,
CH2CI2/MeOH/NH40H 140:10:1) to give 0.15 g (59 %) 2-(2-
dimethylamino-ethylamino)-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis 30 trifluoromethyl-benzyl)-methyl-amide as a colorless foam, MS
(ISP): 556.2 (M+H)+.  



Example 7
2-(2-Morpholin-4-yl-etho,xy)-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-amide 35 To a solution of 0.2 -
(0.37 mmol) 2-methanesulfonyl-4-o-tolyloxy-pyriniidine-5- carboxylic acid
(3,5-bis-trifluoromi~thyl-benzyl)-methyl-amide in 10 nil acetonitrile 0.066
6 May 2005  WO 02/42280 PCT/EPOI/13084 -21- ml (0.55 mmol)
N-(2-hydroxyethyl)morpholine and 0.595 go (1.83 inmol) Cs2CO3 were  added.
The reaction mixture was stirred for 16 hrs. After evaporation of the
solvent, the  residue was distributed between 50 nil CH2C12 and 50 ml H20.
The aqueous layer was  extracted with 50 nil CH,C12, the combined organic
layers dried (Mg S04), filtered and 5 evaporated. The residue was purified
by chromatography (Si02, CH2CI2/MeOH/NH4OH  140:10:1) to give 0.12 g (54 %)
2-(2-morpholin-4-yl-ethoxy)-4-o-,t6lyloxy-p)rrimidine-5- carboxylic add
(3,5-bis-trifluoromethyl-benz7j)-methyl-amide as a colorless foam, MS
(ISP): 599.1 (M+H)+. 10 Example 8
2-(2-Dimethylandno-ethox7)-4-o-tolyloxy-pyrirnidine-5-carboxylic add
(3,5-bis- trifluoromethyl-benzyl)-methyl-arrLide  To a solution of 0.25 g
(0.46 mmol) 2-methanesulfonyl-4-o-tolyloxy-pyrimidine-5- carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide in 10 nil acetonitrile 0.069
15 ml (0.68 mmol) 2-dimeth7laminoethanol and 0.743 g (2.28 mmol) CS2CO3
were added.  The reaction mixture was stirred for 16 hrs. After evaporation
of the solvent, the residue  was distributed between 50 ml CH,Cl, and 50
nil H20. The aqueous layer was extracted  with 50 ml CH2CI2, the combined
organic layers dried (M.-S04), filtered and evaporated.  The residue was
purified by chromatography (Si02, CH2CI2/MeOHINH40H 140:10:1) to 20 give
0.15 a (59 %)
2-(2-dimethylarnino-ethoA-T)-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a light yellow oil, MS
(ISP): 557.3  (M+H)+. Example 9 25
2-Methylsulfanyl~4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-dimethoxy-benzyl)- methyl-amide In an analogous manner to that
described in Example 1c) there was obtained from 2- 



methylsulfanyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid and
(3,5-dimethoxy-benzyl)- methyl-amine
2-methylsulfanyl-4-o-tolyloxy-pyriinidine-5-carboxylic acid (3,5 30
dimedioxy-benzyl)-methyl-amide as a colorless oil, MS.(El): 439.1 (M+).
Example 10  2-Methanesulfonyl-4-o-tol7loxy-pyrimidine-5-carboxylic acid
(3,5-dimethoxy-benzyl)- methyl-amide 35 In an analogous manner to that
described in a-ample 2 there was obtained from 2-
methylsulfan7l-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-dimethoxy-benzyl) 6 May 2005  WO 02/42280 PCT/EPOI/13084  -22
methyl-amide and 3-CMoroperbenzoic acid
2-methaneSUlfonyl-4-o-tolyloxy-pyrimidine-5- carboxylic acid
(3,5-dimethoxy-benzyl)-methyl-amide as a colorless foam, MS (ISP): 472.1
(M+H) 5 Example I I
2-(4-Methyl-piperazin-1-yl)-4-o-tolyloxy-pyrimidine-5-carbox~lic acid
(3,5-dimethoxy- benzyl)-methyl-amide In analogous manner to that described
in Example 4 there was obtained from
2-methanesulfonyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5~dimethoxy-benzyl)- io methyl-amide and 1-methylpiperazine
2-(4-rnethyl-piperazin-1-yl)-4-o-tolyloxy pyrimidine-5-carboxylic acid
(3,5-dimethoxy-benzyl)-inethyl-amide as a colorless foam,  MS (ISP): 492.3
(M+H)+. Example 12 15
2-(2-Di:methylaniino-ethoxy)-4-o-tolylox7-pyrimidine-5-carboxylic acid
(3,5-diirnethoxy- benzyl)-methyl-aniide In analogous manner to that
described in Example 8 there was obtained from
2-methanesulfonyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-dimethoxy-benzyl)- methyl-amide and 2-dirnethylaminoethanol
2-(2-dimethylamino-ethoxy)-4-o-tolylox~y 20 pyrimidine-5-carboxyhc acid
(3,5-dimethoxy-benzyl)-rnethyl-amide as a colorless oil, MS  (ISP): 481.4
(M+H)+. Example 13  2-Methylsulfanyl-4-o-tolyloxy-py,riniidine-5-carboxylic
acid (3,5-dimethyl-benzyl)- 25 methyl-amide In an analogous manner to that
described in Example lc there was obtained from 2- 



methylsulfanyl-4-o-tolyloxy-pyrimidine-5-carbox7lic acid and
(3,5-dimethyl-benzyl)- methyl-amine
2-methylsulfanyl-4-o-tolyloxy-pyrimidine-5-carboxyhc acid (3,5-dimethyl-
benzyl)-me,thyl-amide as a colorless oil, MS (ISP): 408.3 (M+H)*. 30
Example 14  2-Methanesulfon7l-4-o-tolyloxy-pyrinlidine-5-carboxylic acid
(3,5-dimethyl-benzyl)- methyl-amide In an analogous manner to that
described in Example 2 there was obtained from 2 35
methylsulfanyl-4-o-tolyloxy-pyrinlidine-5-carbQxyhc acid
(3,5-dimethyl-benzyl)-methyl- amide and 3-chloroperbenzoic acid
2-medianesulfonyl-4-o-tolyloxy-pyrimidine-5 6 May 2005  WO 02/42280
PCT/EPOI/13084 -23- carboxylic acid (3,5-dimet~yl-benzyl)-methyl-amide as a
colorless foam, NIS (ISP): 440.4  (M+H)+. Example 15
2-(4-Methyl-piperazin-1-yl)-4-o-tolylo>.T-pyrimidine-5-carboxylic acid
(3,5-diinethyl- 5 berizyl)-methyl-amide In an analogous manner to that
described in Example 4 there was obtained from 2-
rnethanesulfonyl-4-o-tolylo)cy-pyrimidine-5-carb.oxylic acid
(3,5-dimethyl-benzyl)- methyl-amide and I-methylpiperazine
2-(4-methyl-piperazin-1-yl)-4-o-tolyloky- pyrimicline-5-carboxylic acid
(3,5-dimethyl-benzyl)-methyl-anlide as a white foam, MS  10 (ISP): 460.5
(M+H)+. Example 16
2-(2-Dimethylamino-ethoxy)-4-o-tolyloxy-pyriniidine-5-carboxylic acid
(3,5-dimethyl- benzyl)-methyl-amide 15 In an analogous manner to that
described in Example 8 there was obtained from 2-
methanesulfonyl-4-o-tolyloxy-pyrimidine-5-carboxyhc acid
(3,5-dimethyl-benzyl)- methyl-amide and 2-dimethylaminoethanol
2-(2-dimethylamino-ethoxy)-4-o-tolylox~- pyrimidine-5-carboxylic acid
(~",5-dimethyl-benzyl)-methyl-amide as a colorless oil, MS  (ISP):.449.5
(M+H)+. 20 Example 17
2-Methylsulfanyl-4-o-tolylox~-pyrin-iidine-5-carboxylic acid
3,5-(Iichloro-benzylamide  



In an analogous manner to that described in Example Ic) there was obtained
from 2- methylsulfanyl-4-o-tolyloxy-pyrimid,ine-5-carboxylic acid and
3,5-dichlorobenzylaniine 2 25
methylsulfanyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
3,5-dichloro-benzylarnide as a  light yellow oil, MS (EI): 433 (M').
Example 18  2-Methanesulforiyl-4-o-tol7loxy-pyriniidine-5-carboxylic acid
3,5-dichloro-benzylariaide  30 In an analogous manner to that described in
Example 2 there was obtained from 2
methylsulfan7l-4-o-tolyloxy-pyrimidine-5-carboxylic acid
3,5-dicliloro-benzylamide and  3-chloroperbenzoic acid
2-methanesulfonyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
3,5-dichloro-benzylamide as a colorless solid, MS (ISP): 466.2 (M+H)'. 35 6
May 2005  WO 02/42280 PCT/EPOI/13084  -24 Example 19
2-(4-Meth7l-piperazin-1-yl)-4-0-tolyloxy-pyrimidine-5-carboxylic acid
3,5-dichloro- benzylamide In an analogous manner to that described in
Example 4 there was obtained from 2 5
methanesulfonyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
3,5-dichloro-benzylamide and  1-methylpiperazine
2-(4-methyl-piperazin-1-yl)-4-o-tolylo3,y-pyn'midine-5-carboxylic  acid
3,5-dichloro-benzylamide as a colorless solid, MS (ISP): 486.3 (M+H)'.
Example 20 io 2-Methylsulfanyl-4-o-tolylo.\y-pyrimidine-5-carboj,-ylic acid
(3,5-dichloro-benzyl)- methyl-amide To a solution of 0.6 (1.8 mmol)
2-methylsulfanyl-4-o-tolyloxy-pyTimidine-5-carbo)Lylic  acid
3,5-dichloro-benzylamide in 20 ml N,N-dimethylformamide 0.096 g (2.4 mmol)
sodiumhydride (60 % dispersion in mineraloil) was added and the mixture
stirred for 1 h. 15 After the addition of 0.18 ral (2.9 mmol) methyl iodide
at 0', the reaction mixture was  stirred for 3 hrs. at RT. The reaction
mixture was distributed between 50 ml H20, 50 rril  brine and 50 ml CH2Cb.
The phases were separated, and the aqueous layer extracted twice  with 50
mI CH2C12. The combined organic layers were dried (M.-S04), filtered and
evaporated. The residue was purified by chromatography (Si02, CH2CI2/ethyI
acetate 19:1) 20 to give 0.5 g (61%)
2-methylsulfanyl-4-o-tolyloxy-pyrimidine-5-carbo),Tlic acid (3,5-
dichloro-benzyl) -methyl-amide as a light yellow oil, NIS (EI): 447.1 (M').



Example 21  .2-Methanesuffonyl-4-o-tolyloxy-p7rimidine-3-carboxylic acid
(3,5-dicMoro-benzyl)- 25 methyl-amide In an analo-ous manner to that
described in Example 2 there was obtained from 2-
methylsulfanyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-dichloro-benzyl)-methyl- amide and 3-chloroperbenzoic acid
2-methani~sulfon.yl-4-o-tolyloxy-p.yrimidine-5- carboxylic acid
(3,5-clichloro-benzyl)-methyl-arnicle as a colorless foam, MS (ISP): 480.2
3o (M+H)+ Example 22
2-(4-Methyl-piperazin-1-yl)-4-o-tolylox)-pyriniidine-5-carboxylic acid
(3,5-dichloro- benzyl)-methyl-amide 35 In an analogous manner to that
described in Example 4 there was obtained from 2-
methanesulfonyl-4-o-tolyloxy-pyrimidine-5-carbojcylic acid
(3,5-dicMoro-benzyl)-methyl 6 May 2005  WO 02/42280 PCT/EP01/13084  -25
amide and I-methylpiperazine
2-(4-methyl-piperazin-l-yl)-4-o-tolylo.xy-pyrimidine-5- carboxylic acid
(3,5-dichloro-benzyl)-methyl-amide as a colorless foam, NIS (ISP): 500.2
(M+H)+. Example 23 I Methylsulfanyl-4-phenoxy-pyHnlidine-5-carboxylic acid
(3,5-bis-trifluoromethyl- benzyl)-melhyl-amide In an analogous manner to
that described in Example I a) there was obtained from 4-
cliloro-2-methylsulfaiiyl-pyTiinidine-5-carboxylic acid ethyl ester and
phenol 2 10 methylsulfariyl-4-phenoxy-pyrirnidine-5-carboxylic acid ethyl
ester, which was saponified  as described in Example 1b) and reacted with
(3,5-bis-trifluormethyl-benzyl)-methyl- amine to give as described in
Example I c) 2-methylsulfanyl-4-phenox-y-pyrimidine-5- carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a colorless solid, NIS
(TSP): 501 (M'). 15 Example 24
2-Methanesulfonyl-4-phenoxy-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl- benzyl)-methyl-amide In an analogous manner to
that described in Example 2 there was obtained from 2 20
methylsulfanyl-4-phenoxy-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl-berizyl)- 



methyl-amide and 3-cMoroperbenzoic acid
2-medianesulfonyl-4-phenoxy-pyximidine-5- carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a colorless solid, NIS
(TSP): 533 (M+). 25 Example. 25
2-(4-Methyl-piperazin-1-yl)-4-phenoxy-pyrimidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-aniide  In an analogous manner to
that described in Example 4 there was obtained from 2-
methanesLilfonyl-4-phenoxy-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl 30 benzyl)-methyl-amide and I-methylpiperazine
2-(4-methyl-piperazin-1-yl)-4-phenoxy- pyrimidine-5-carboxyhc acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a colorless  solid, MS
(ISP): 554.2 (M+H)+. Example 26 35
4-(2-Chloro-phenoxy)-2-(4-methyl-piperazin-1-yl)-pyrirriidine-5-carboxylic
add (3,5-bis- trifluoromethyl-benzyl)-methyl-amide 6 May 2005  WO 02/42280
PCT/EPOI/13084  -26 In an analogous manner to that described in Example 1a)
there was obtained from 4- cMoro-2-methylsulfanyl-pyriinidine-5-carboxylic
acid ethyl ester and 2-chloro phenol 4-
(2-c~Joro-pheno-.cy)-2-methylsulfanyl-pyrimidine-5-carboxylic acid ethyl
ester which was  saponified as described in Example 1b) and reacted with
(3,5-bis-trifluormeth7l-benzyl) 5 methyl-amine to give as described in
Example 1c) 4-(2-cliloro-phenoxy)-2-(4-methyl-
piperazin-1-yl)-pyrimidine-5-carboxylic acid
(3,5-bis-trifluorompth7l-benzyl)-methyl- amide as a colorless solid, MS
(ISP): 536.2 (M+H)+. Example 27 10
4-(2-Chloro-phenoxy)-2-methanesulfonyl-pyriniidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-arnide  In an analo-ous manner to
that described in Example 2 there was obtained from 4-(2-
cl-Aoro-phenoxy)-2-(4-methyl-piperazin-1-yl)-pyrimidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-amide and 3-cbloroperbenzoic acid
4-(2-chloro 15 pheno)cy)-2-methanestdfonyl-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl- benzyl)-meth7l-amide as a colorless solid, MS
(ISP): 560.0 (M+H)+. Example 28
4-(2-CMoro-phenoxy)-2-(4-methyl-piperazin-1-yl)-pyrimidine-5-carboxylic
acid (3,5-bis- 



20 trifluoromediyl-benzyl)-methyl-amide In an analogous manner to that
described in Example 4 there was obtained from 4-(2-
chloro-phenoxy)-2-methanesulfonyl-pyrimidine-5-carboxylic acid (3,5-bis-
trifluotomethyl-benzyl)-methyl-aniide and 1-methylpiperazine
4-(2-chloro-phenoxy)-2- (4-methyl-piperazin-1-yl)-pyriinidine-5-cai~boxylic
acid (3,5-bis-trifluoromethyl-benzyl) 25 methyl-amide as a colorless solid,
MS (ISP): 588.2 (M+H)+.  Example 29
4-(2-Methoxy-phenoxy)-2-(4-methyl-piperazin-1-yl)-p7rimidine-5-carboxylic
acid (3,5- bis-trifluoromethyl-be.nzyl)-methyl-aniide 3o In an analogous
manner to that described in Example I a) there was obtained from 4-
chloro~2-methylsulfanyl-pyrimidine-5-carboxylic acid ethyl ester and
2-met,hoxyphenol 4-
(2-methoxy-phenoxy)-2-methylsulfanyl-pyrimidine-5-carboxylic acid ethyl
ester which  was saponified as described in Example 1b) and reacted with
(3,5-bis-trifluormethyl- benzyl)-methyl-aniine to give as described in
Example 1c) 4-(2-methoxy-phenoxy)-2-(4 35
Methyl-piperazin-1-yl)-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)- methyl-amide as a colorless solid, MS
(ISP): 532.1 (M+H)+ 6 May 2005  WO 02/42280 PCT/EPOI/13084  -27 Example 30
4-(2-Methoxy-phenoxy)-2-medianestflfOnyl-pyrimidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-arnide 5 In an analogous manner to
that described in Example 2 there was obtained from 4-(2-
metho-.%.y-phenoxy)-2-(4-methyl-piperazin-1-yl)-pyrimidine-5-carboxylic
acid (3,5-bis- trifluoromethyl-benzyl)-methyl-amide and 3-chloroperbenzoic
acid 4-(2-methoxy- pheno,cy)-2-methanesulfonyl-pyrirnidine-5-carbox-ylic
acid (3,5-bis-trifluoromethyl- benz7yl)-methyl-amide as a colorless solid,
MS (ISP): 564.2 (M+H)'. 10 Example 31
4-(2-Metho.<y-pheno.x-y)-2-(4-methyl-piperazin-1-yl)-pyriniicline-5-carboxy
lic acid (3,5- bis-trifluoromethyl-benzyl)-methyl-amide In an analogous
manner to that described in Example 4 there was obtained from 4-(2- 15
methoxy-pheno.xy)-2-methanesulfonyl-pyrimidine-5-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-arnide and 1-methylpiperazine
4-(2-methoxy-phenoxy)- 



')-(4-methyl-piperazin-1-yi)-py-rimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl- benzyl)-methyl-amide as a colorless solid, MS
(ISP): 584.1 (M+H)+. 20 Example 32
'-'-(2-Dimethylamino-ethylamino)-4-(2-methoxy~phenox-y)-pyrinaidine-5-carbo
xylic acid  (3,5-bis-trifluoromethyl-benzyl)-methyl-arnide  In an analogous
manner to that described in Example 6 there was obtained from 4-(2-
methoxy-pheno,~y)-2-methanesulfonyl-pyriinidine-5-carboxylic acid (3,5-bis
25 trifluoromethyl-benzyl)-meth7l-amide and 2-dimethylaminoediylamine 2-(2-
dimethylamino-ethylamino)-4-(2-methoxy-phenoxy)-pyrimidine-5-carboxylic
acid (3,5- bis-trifluoromethyl-benzyl)-methyl-amide as a colorless solid,
MS (ISP): 572.1 (M+H)+.  Example 33 30
4~(2-Fluor-phenoxy)-2-methansulfonyl-pyrimidine-5-carbox -ylic acid
(3,5-bis- trifliioromethyl-benzyl)-methyl-arriide In an analogous manner to
that described in Example I a) there was obtained from 4-
chloro-2-rnethylstflfanyl-pyrimidine-5-car~oxylic acid ethyl ester and
4-fluoro- phenol 4-
(4-fluoro-pheno)cy)-2-methylsulfanyl-pyriraidine-5-carboxylic acid ethyl
ester which was 35 saponified as described in Example lb) and reacted with
(3,5-bis-trifluormethyl-benzyl)- methyl-amine to give as described in
Example 1c) 4-(4-fluoro-phenoxy)-2 6 May 2005  WO 02/42280 PCT/EPOI/13084
-28 methansLIlfOnyl-pyrirnidine-5-carboxylic acid
(3,5-bis-trifluorornethyl-benzyl)-methyl- amide as a colorless solid, MS
(ISP): 520.1 (M+W). Example 34 5
4-(4-Fluoro-phenoxy)-2-methanesulfonyl-pyriniicline-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-aniide  In an analogous manner to
that described in Example 2 there was obtained from 4-(4-
fluoro-phenoxy)-2-methansulfon7l-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl- benzyl)-methyl-amide and 3-chloroperbenzoic acid
4-(4-fluoro-phenoxy)-2 to methanesulfonyl-pyrimidine-5-carboxylic acid
(3,5-bis-trifluorometh7l-benzyl)-methyl- amide as a colorless solid, MS
(ISP): 552.0 (M+H)+. Example 35
4-(4-Fluoro-phenoxy)-2-(4-meth7l-piperazin-1-yl)-p7rimidine-5-carboxylic
acid (3,5-bis- 



15 trifluoromethyl-benzyl)-methyl-amide In an analogous manner to that
described in Example 4 there was obtained from 4-(4-
fluoro-phenoxy)-2-methanesulfanyl-pyrimidine-5-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-mediyl-amide and I-methylpiperazine
4-(4-fluoro-phenoxy)-2-
(4-mi~thyl-piperazin-1-yl)-p)7rirnidine-5-carbo.%ylic acid
(3,5-bis-trifluoromethyl-benzyl) 20 methyl-amide as a white foam, MS (EI):
571 (M').  Example 36
4-(4-Fluoro-phenoxy)-2-piperazin-1-yl-p7riniidine-5-carbo.xylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-an-iide 25 In an analogous manner
to that described in Example 5 there was obtained from 4-(4-
fluoro-phenoxy)-2-methanesulfonyl-pyrimidine-5-carboxylic acid (3,5-bis-
trifluorornethyl-benzyl)-methyl-amide and piperazine
4-(4-fluoro-phenoxy)-2-piperazin- 1-yl-pyrimidine-5-carboxyhc acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-arnide as a  colorless foam, MS
(ISP): 558.2 (M+H)+. 30 Example 37
2-(2-Dimethylainino-ethylaniino)-4-(4-fluoro-phenoxy)-pyrimidine-5-carboxyl
ic acid  ('~,5-bis-trifluoromethyl-benzyl)-methyl-arnide  In an analogous
manner to that described in Example 6 there was obtained from 4-(4 35
fluoro-phenoxy)-2-methanesulfonyl-pyrim.idine-5-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-ainide and dimeth7laminoetliylamine 2-(2 6
May 2005  WO 02/42280 PCT/EPOI/13084  -29
dimethylamino-ethylamino)-4-(4-fluoro-phenoxy)-pyrimidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-amide as a colorless foam, MS
(ISP): 560.2 (M+H)+,  Example 38 5
2-(2-Dimethylaniino-ethoxy)-4-(4-fluoro-phenoxy)-pyrirnidine-5-carboxylic
acid (3,5- bis-trifluoromethyl-beiizyl)-medlyl-araide  In an analogous
manner to that described in Example 8 there was obtained from 4-(4-
fluoro-phenoxy)-2-methanesulfonyl-pyrimidine-5-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-amide and 2-dimethylaminoethanol
2-(2-dirnedlylamino 10 etho)cy)-4-(4-fluoro-phenoxy)-pyrimidine-5-carboxyhc
acid (3,5-bis-trifluoromethyl- benzyl)-methyl-amide as a colorless foarn,
NIS (ISP): 561.3 (M+H)'~ 



Example 39  2-Pyridin-4-yl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl- 15 benzyl)-methyl-amide a)
4-Chloro-2-Dvridin-4-)rl-pyrimidine-5-carboxylic acid ethvI este A
suspension of 4.78 g (19.5 mmol)
4-hydroxy-2-pyridin-4-yl-pyrimidine-5-carbox-yhc  acid ethyl ester in 20 ml
POC13 was heated at reflux for I h. The solution was cooled to RT  and
poured into 100 mI ice-water. The pH of the solution was adjusted to 8 with
'0 sat.NaHC03-solution. The water-phase was extracted three times with 80
ml CH2CII. The  combined organic phases were dried (M.-S04), filtered and
evaporated. The residue was  purified by chromatography (SiO2, CH2CI,/MeOH
40:1) to give 4.34 g (84 %) 4-chloro-2- 0
pyridin-4-yl-pyrimidine-5-carboxylic acid ethyl ester as a yellow solid, MS
(EI): 263.1  (M+). 25 b) 2-Pyddin-4-VI-4-o-toly acid ethyl ester A
suspension of 0.6 g (2 28 mmol)
4-chloro-2-pyridin-4-yl-pyrimidine-5-carboxyhc acid  ethyl ester, 0.27 g (2
50 mmol) o-cresol and 2.97 g (9.10 rnmol) CS2CO3 in 15 ml  ketonitrile was
stirred for 17 h at RT. The suspension was poured into 150 ml H20 and
extracted three times with 90 ml ethyl acetate. The combined organic phases
were dried 30 (MgS04), filtered and evaporated. The residue was purified by
chromatography (Si02,  ethyl acetate/MeOH 100:1) to give 0.74 g (97 %)
2-pyridin-4-yl-4-o-tolyloxy-pyrimidine- 5-carboxylic acid ethyl ester as a
yellow solid, MS (EI): 335.1 (M+). c)
2-Pvridin-4-vl-4-o-tglLlox~~12)gimLdirie-5-carboxylic acid To a solution of
0.70 a (2.08 mmol) 2-pyridin-4-yl-4-o-tolyloxy-pyrimidine-5-carboxyhc  35
acid ethyl ester in 20 nil ethanol a solution of 0.12 gg (3.12 mmol)
sodiumhydroxide in 10  ml water was added and the resulting mixture was
stirred 2 h at RT. The pH of the solution 6 May 2005  WO 02/42280
PCT/EP01/13084  -30 was adjusted to 3 with 25% HCI. The mixture was
extracted twice with CH2C12. The  combined organic phases were dried
(Na2S04), filtered and evaporated. The resulting solid  was triturated
twice with 10 ml ethanol, filtered off and dried to give 0.60 g (94 %) 2-
pyridin-4-yl-4-o-tolyloxy-pyrimidine-5-carboxylic acid as a colorless
solid, MS (EI): 307.1  s (M+). 



d) 2-Pvridin-4-vl-4-o-tol xy-py1imidine-5-carbo25J1ic acid (3 5-bis
trifluoromethyl  benzvl)-methyl-amide To a solution of 0.35 g (1.14 mmol)
2-pyridin-4-yl-4-o-tolyloxxy-pyrimidine-5-carboxylic  acid in 20 ml CH2CI,
0.32 ml (2.28 mmol) triethylamine, 0.15 g (1.14 mmol) 1-hydroxy- 1o
benzotriazole and 0.22 g (1.14 mmol)
N-(3-dimethylaminopropyl)-N'-ethylcarbodiimide hydrochloride 0.33 Q 1.37
mmol) b ( (3,5-bis-trifluormethyl-benzyl)-methyl-amin were added. The
reaction mixture was stirred for 16 hrs. The reaction mixture was diluted
with  20 ml CH2CI1 and washed 50 ml H2O. The organic layer was dried
(MgSO4), filtered and  evaporated. The residue was purified by
chromatography (Si02, CH2C1,JMeOH 19:1) to 15 give 0.33 g (53 %)
2-pyridin-4-yl-4-o-tolyloxy-pyrimidine-5-carboxylic acid (3,5-
bistrifiuoromethyl-benzyl)-methyl-amide as a colorless foam, MS (ISP):
547.1 (M+H)+.  Example 40
4-(4-Fluoro-phenoxy)-2-pyridin-4-yl-pyrimidine-5-carboxylic acid (3,5-bis-
20 trifluoromethyl-berizyl)-methyl-amide In an analogous manner to that
described in Example 39 b) there was obtained from 4-
chloro-2-pyridin-4-yl-pyrimidine-5-carboxylic acid ethyl ester and
4-fluorphenol 4-(4- fluoro-phenoxy)-2-pyridin-4-yl-pyrimidine-5-carboxylic
acid ethyl ester, which was  saponified as described in Example 39 c) and
reacted with (3,5-bis -trifluormethyl-benzyl) 25 methyl-amine to give as
described in Example 39 d) 4-(4-fluoro-phenoxy)-2-pyridin-4-yl
pyrimidine-5-carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-methyl-anode
as a colorless  foam, MS (ISP): 551.0 (M+H)+. Example 41 30
2-Methyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)- methyl-amide In an analogous manner to
that described in Example 39 b) there was obtained from 4-
chloro-2-methyl-pyrimidine-5-carboxylic acid ethyl ester and o-cresol
2-methyl-4-o- tolyloxy-pyrimidine-5-carboxylic acid ethyl ester, which was
saponified as described in 35 Example 39 c) and reacted with (3,5-bis
-trifluormethyl-benzyl)-methyl-amine to give as 6 May 2005  WO 02/42280
PCT/EPOI/13084  -31 described in Example 39 d) 2-methyl-4-o-tolylox~y
pyrimidine-5-carboxylic acid (3,5-bis-
trifluoromethyl-benzyl)-methyl-ami(ie as a colorless foam, MS (El): 483
(W). Example 42 



5 2-Phenyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)- methyl-amide In an analogous manner to
that described in Example 39 b) there was obtained from 4-
chloro-2-phenyl-pyrimidine-5-carbo.cylic acid ethyl ester and o-cresol
2-phenyl-4-o- tolyloxy-pyrimidine-5-carboxylic.acid ethyl ester, which was
saponified as described in i o Example 39 c) and reacted with
(3,5-bis-trif[uormethyl-benzyl)-rnethyl-amine to give as  described in
Example 39 d) 2-phenyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid (3,5-bis-
trifluoromethyl-beilzyl)-methyl-arnide as a colorless foam, MS (ISP): 546.1
(M+H)+. Example 43 15 4-o-Totyloxy-[2,2'lbipyrimidinyl-5-carbo-.~ylic acid
(3,5-bis-trffluoromethyl-ber~zyl)- methyl-amide a)
4-Hydro)cv-(2,2'lbiMimidinEI-5-carboxylic acid ethyl ester To a fresh
prepared solution of sodiumethanolate in ethanol (prepared from 0.44 g
(18.92  mmol) Na in 20 ml Ethanol) 1.50 g (9.46 mmol)
pyrimidine-2-carboxarnidine 20 hydrochloride was added. After 10 min. 1.89
ml (9.46 mmol) diethyl  ethoxymethylenemalonate was added at 0 ' and the
resulting suspension was stirred for 12  hrs. After addition of 20 nil H20,
the pH was adjusted to 5 and the aqueous phase was  extracted three times
with CH2CI2. The combined organic phases were dried (Na2S04),  filtered and
evaporated. The residue was triturated with 5 ml diisopropylether, filtered
off 25 and dried to give 1.62 g (70 %)
4-hydroxy-[2,2'lbipyrimidinyl-5-carboxylic acid ethyl ester  as a light
yellow powder, MS (EI): 246.1 (M'). b)
4-CMoro-f2,2'lbiRyKimidin~LI-5-carbg2~3LIic acid ethyl este A suspension of
1.62 g (6.5 mmol) 4-hydroxy-[2,2'lbipyrimidinyl-5-carboxylic acid ethyl
ester in 16 Ml POC13 was heated at reflux for 1h. The solution was cooled
to RT and poured  30 into 100 ml ice-water. The pH of the solution was
adjusted to 8 with sat. NaHC03 solution. The water phase was extracted
three times with 80 ml CH2CI2. The combined  organic phases were dried
(Na2SO4), filtered and evaporated. The residue was purified by
chromatography (Si02, CH2CI2/MeOH 95:5) to give 1.43 g (82 %) 4-chloro 6
May 2005  WO 02/42280 PCT/EPOI/13084  -32
[2,2'jbipy-rirnidinyl-5-carboxylic acid ethyl ester as a light brown solid,
MS (El): 264.1  (W). c) 4-o-Tolyloxy-[2,2'lbipyrimidinyl-5-carboxylic acid
ethyl ester 



To a solution of 1.43 g (5.4 mmol)
4-cbloro-[2,2'jbipy-rimidinyl-5-carboxylic acid ethyl  5 ester in 35 ml
acetonitrile 0.5 - (7.0 mmol) o-cresol and 7.0 g (21.6 MMOI) CS2CO3 were
added and the reaction mixture stirred for 14 hrs at RT. The suspension was
poured into  ice-water and extracted two times with CH~02. The combined
organic phases were dried  (Na2S04), filtered and evaporated. The residue
was purified by chromatography (Si02,  CH2Cl2/MeOH 19:1) to give 0.96 g (53
%) 4-o-tolyloxy-[2,2'jbipyriinidinyl-5-carboxylic  10 acid ethyl ester as a
light yellow solid, MS (ISP): 337.2 (M+H)+. d)
4-o-Tolvlo.xv-[2,2'lbipaimidinyl-5-carboxylic acid To a solution of 0.33 g
(0.98 mmol) 4-o-tolyloxy-[2,2'lbipyrimidinyl-5-carboxylic acid  ethyl ester
in 15 ml ethanol 3.68 ml 0.4 N NaOH was added and the resulting solution
was  stirred for 2 hrs at RT. The pH of the solution was adjusted to 4 with
IN HCOL The aqueous 15 solution was extracted three times with CH202. The
combined organic phases were dried  (Na2S04), filtered and evaporated. The
resulting solid was triturated twice with diethyl  ether, filtered off and
dried to give 0.26 g (85 %) 4-o-tolyloxy-[2,2'lbipyrimidinyl-5- carboxylic
acid as a light yellow solid, MS (ISN): 307.3 (M-H) e)
4-o-Tolylox~~[2,2'lbiR)iLimidinyl-5-carbo?~ylic acid
(3,5-bis-trifluorometh7l-benzyl)- 20 methvl-amide To a solution of 0.25 g
(0.83 mmol) 4-o-tolylox-y-[2,2']bipyrin)idinyl-5-carboxylic acid in  15 ml
CH2C121, 0.23 ml (1.6 mmol) triethylamine, 0.13 g (0.83 mmol) I-hydroxy-
benzotriazole and 0.16 g (0.83 mmol)
N-(3-dimediylan-iinopropyl)-N'-ethylcarbodiimide  hydrochloride 0.25 g (1
mmol) (3,5-bis-trifluormethyl-benzyl)methyl-amin were 25 added.The reaction
mixture was stirred for 16 hrs. The reaction mixture was diluted with  20
ml CH2C12, washed with 50 ml 0.5N HCl and 50 ml CH2C12. The combined
organic  layers were dried (MgS04), filtered and evaporated. The residue
was purified by  chromatography (Si02, CH2CI2/MeOH 19:1) to give 0.39 g (86
%) 4-o-tolyloxy- [2,2']bipyrimidinyl-5-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-arnide as a 30 light yellow foam,
MS (ISP): 548.1 (M+H)+. 6 May 2005  WO 02/42280 PCT/EPOI/13084  -33 Example
44  2-Thiomorpholin-4-yl-4-o-tolyloxy-pyrimidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-amide  To a solution of 0.79 g
(1.44 mmol) 2-methansulfonyl-4-o-tolyloxy-pyrimidine-5 



5 carboxylic acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide in 40 ml
dioxane 0.34 MI  (3.6 mmol) thiomorpholine was added. The reaction mixture
was,stirred for 16 hrs. After  evaporation of the solvent, the residue was
distributed between 50 ml CH2CI2 and 50 ml  H20. The aqueous layer was
extracted with 50 ml CH,C12, the combined organic layers  dried (MgS04),
filtered and evaporated. The residue was purified by chromatography io
(SiO2, CH2CI2RMeOH 40:1) to give 0.48 ~g (59 %)
2-thiomorpholin-4-yl-4-o-tolyloxy- pyrimidine-5-carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a colorless  solid, MS
(ISP): 571.1 (M+H)+. Example 45 2-0,1-Dio.x.o-I
~.6_thiomorpholirl-4-yl)-4-o-tolyloxy-pyriinidine-5-carboxylic acid (3,5-
15 bis-trifluoromethyl-benzyl)-methyl-amide To a solution of 0.44 - (0.77
mmol) 2-thiomorpholin-4-yl-4-o-tolyloxy-pyrinlidine-5- carboxylic acid
(3,5-bis-trifluoromethyl-benzyl)-methyl-amide in 25 ml CH2CI2 0.48 g  (1.93
r=ol) 3-chloroperbenzoicacid (70 %) was added at 5 0 and the reaction
mixture  was stirred for I h at RT. After addition of 50 nil sat.
NaHC03-solution, the layers were 20 separated, the organic phase washed
with NaHC03-solution, dried (Na2SO4), filtered and  evaporated. The residue
was purified by chrornatoaraphy (Si02, CH2C121ethyl acetate 4: 1)  to give
0.42 - (91 %)
2-(1,1-dioxo-IX6-thiomorpholin-4-yl)-4-o-tolyloxy-pyrimidine-5- carboxylic:
acid (3,5-bis-trifluoromethyl-benzyl)-methyl-amide as a colorless solid, MS
(ISP); 602.9 (M+H)+. 25 Example 46
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(2-methylsulfanyl-4-o-tolylox
y- p7rimidin-5-yl)-isobutyramide a) (2-Methvlsulfanvl-4-o-tolyloxv-py
Limidin-5-yl)-carbamic acid tert.-butyl ester  To a solution of 1.90 g (
6.88 mmol) 2-methylsulfanyl-4-o-tolyloxy-pyrimidine-5 30 carboxylic acid,
0.95 ml triethylamine (6.88 mmol) and 1.29 ml (1.37 mmol) t-butanol in  25
ml THF, 1.47 ml (6.88 mmol) diphenylphosphorylazide were added and the
resulting  solution heated at reflux for 12 hrs. After evaporation of the
solvent, the residue was  distributed between CH2CI2 and H20. The aquoeus
phase was extracted twice with 80 nil  CH2CI2. The combined organic layers
were dried (Na2S04), filtered and evaporated. The 35 residue was purified
by chromatography (Si02, CH2CI2, ethyl acetate 40:1) to give 1.70 g 6 May
2005  WO 02/42280 PCT/EP01/13084  



-34 (71 %) (2-methylsulfanyl-4-o-tolyloxy-pyrimidin-5-yl)-carbamic acid
tert.-butyl ester as a  colorless solid, MS (ISP): 348.2 (M+H)+. b)
Methvl-(2-methvlsulfanyl-4-o-tolyloxy-p,yrimidin-5-yl)-carbamic acid
tert-butyl ester  To a solution of 1.60 g (4.61 mmol)
(2-methylsulfanyl-4-o-tolyloxy-pyrimidin-5-yl) 5 carbamic acid tert.-butyl
ester in 20 ml N,N-dimethylformamide 0.25 g (6.4 mmol)  sodiumhydride (60%
dispersion in mineraloil) was added and the reaction mixture stirred  for I
h. After the addition of 0.48 ml ( 7.83 mmol) methyl iodide at 0, the
reaction  mixture was stirred for 3 his. The reaction mixture was poured
into 100 ml ice-water and  three times extracted with 80 ml CH2CI2. The
combined organic layers were dried 10 (Na2SO4), filtered and evaporated.
The residue was purified by chromatography (Si02,  CH2CI2/ethyl acetate
19:1) to give 1.60 g (98 %) methyl-(2-methylsulfanyl-4-o-tolyloxy-
pyrimidin-5-yl)-carbamic acid tert-butyl ester as a colorless oil, MS (EI):
361 (M+) c) Methyl-(2-methylsulfanyl-4-o-tolyloxv-pyrimidin-5-yl)-amine To
a solution of 1.60 g (4.43 mmol)
methyl-(2-methylsulfanyl-4-o-totyloxy-p),rimidin-5- 15 yl)-carbamic acid
tert.-butyl ester in 20 ml CH2CI2 2 ml trifluoracetic acid was added and
the reaction mixture stirred for 2 hrs. at 40. The reaction mixture was
poured into ice- water and the pH of the solution adjusted to 10 with IN
NaOH solution. The aqueous  phase was extracted three times with 80 ml
CH2CI2. The combined organic layers were  dried (Na,S04), filtered and
evaporated to give 1.10 g (95 %) methyl-(2-methylsulfanyl-4 20
o-tolyloxy-pyrimidin-5-yl)-amine as a white solid, MS (EI): 261 (M+). d)
2-(3,5-Bis-trifluoromethyl-phenyl
-N-methyl-N-(2-methylsulfanvl-4-o-tolyloQr- pyrimidin-5-yl -isobutyramide
To a solution of 1.10 g (4.21 mol)
methyl-(2-methylsulfanyl-4-o-totyloxy-pyrimidin-5-yl)- amine and 1.44 ml
(8.42 mmol) N-ethyldiisopropylamine in 30 ml CH2CI2 a solution of  25 1.87
g (5.89 mmol) 2-(3,5-bis-trifluormethyl-phenyl)-2-methyl-propionyl chloride
in 5 ml CH2CI2 was added and the reaction mixture stirred for 12 hrs at RT.
The reaction mixture  was poured into 50 ml 0.5 N NaOH-solution.The phases
were separated and the aqueous  phase three times extracted with 80 ml
CH2CI2. The combined organic layers were dried  (Na2SO4), filtered and
evaporated. The residue was purified by chromatography (Si02, 30 hexane/
ethyl acetate 2:1) to give 2.10 g (92 %)
2-(3,5-bis-trifluoromethyl-phenyl)-N-
methyl-N-(2-methylsulfanyl-4-o-tolyloxy-pyrimidin-5-yl)-isobutyramide as a
white foam,  MS (ISP): 544.2 (M+H)+_ Example 47 



35
2-(3,5-Bis-trifluoromethyl-phenyl)-N-(2-methanesulfonyl-4-o-totyloxy-pyrimi
din-5-yl)- N-methyl-isobutyramide 6 May 2005  WO 02/42280 PCT/EPO1/13084
-35- To a solution of 2.00 g (3.68 mmol)
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-
methylsulfanyl-4-o-tolyloxy-pyrimidin-5-yl)-isobutyramide in 80 ml CH2CI2
2.26 g (9.20  mmol) 3-chloroperbenzoic acid (70 %) was added at 5  and the
reaction mixture stirred  for 2 hrs. at RT. After addition of 150 ml sat.
NaHCO3-solution, the layers were separated, 5 the organic phase washed with
sat. NaHCO3-solution, dried (Na2SO4), filtered and  evaporated. The residue
was purified by chromatography (Si02, CHZClZ/ethyl acetate 19:1)  to give
1.90 g (83 %) 2-(3,5-bis-trifluoromethyl-phenyl)-N-(2-methanesulfonyl-4-o-
tolyloxy-pyrimidin-5-y1)-N-methyl-isobutyramide as a white foam, MS (EI):
575 (M'). 10 Example 48
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(2-morphohn-4-y1-4-o-tolyloxy
- pyrimidin-5-yl)-isobutyramide To a solution of 0.2 g (0.35 mmol)
2-(3,5-bis-trifluoromethyl-phenyl)-N-(2-
methanesulfonyl-4-o-tolyloxy-pyrimidin-5-yl)-N-methyl-isobutyramide in 10
ml dioxane  15 0.076 ml (0.87 mmol) morpholine was added. The reaction
mixture was stirred for 16 hrs. After evaporation of the solvent, the
residue was distributed between 50 ml CH2CI2 and  50 ml sat.
NaHCO3-solution. The aqueous layer was extracted with 50 ml CH2CI2, the
combined organic layers dried (MgSO4), filtered and evaporated. The residue
was purified  by chromatography (Si02, CH2C12/methanol50:1) to give 0.17 g
(84 %) 2-(3,5-bis 20
trifluoromethyl-phenyl)-N-methyl-N-(2-morpholin-4-yl-4-o-tolyloxy-pyrimidin
-5-yl)- isobutyramide as a white foam, MS (ISP): 583.2 (M+H)+. Example 49
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-
[2-(4-methyl-piperazin-1-yl)-4-o- 25
tolyloxy-pyrimidin-5-yl]-isobutyrarnide To a solution of 0.22 g (0.38 mmol)
2-(3,5-bis-trifluoromethyl-phenyl)-N-(2-
methanesulfonyl-4-o-tolyloxy-pyrimidin-5-yl)-N-methyl-isobutyramide in 10
ml dioxane  0.106 ml (0.96 mmol) 1-methylpiperazine was added. The reaction
mixture was stirred for  16 hrs. After evaporation of the solvent, the
residue was distributed between 50 ml 30 CH2CI2 and 50 ml sat.
NaHCO3-solution. The aqueous layer was extracted with 50 ml  CH2C12, the
combined organic layers dried (MgSO4), filtered and evaporated. The residue



was purified by chromatography (Si02, CH2CI2/MeOH/NH4OH 110:10:1 ) to give
0.11 g  (48 %)
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-[2-(4-methyl-piperazin-1-yl)-
4-o- tolyloxy-pyrimidin-5-yl]-isobutyramide as a white foam, MS (ISP):
596.2 (M+H)+. 35 6 May 2005  WO 02/42280 PCT/EPOI/13084  -36 Example 50
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(2-piperazin-1-71-4-o-tolylox
y- pyrin-Lidin-5-yl)-isobutyramide To a solution of 0.30 g (0.52 mmol)
2-(3,5-bis-trifluoromethyl-phenyl)-N-(2 5
rnethanesulfonyl-4-o-tolyloxy-pyriniidin-5-yl)-N-methyl-isobutyramide in 10
nil dioxane  0. 112 (1.3 mmol) piperazine was added. The reaction mixture
was stirred for 16 hrs.  After evaporation of the solvent, the residue was
distributed between 50 ml CH2CI2 and  50 nil sat. NaHC03-Solution. The
aqueous layer was extracted with 50 nil CH~C12, the  combined organic
layers dried (MgS04), filtered and evaporated. The residue was purified io
by chromatography (SiO2, CH2C12/MeOH/NH40H 140:10:1 ) to give 0.20 g (66 %)
2-(3,5-
bis-trifluoromethyl-phenyl)-N-methyl-N-(2-piperazin-1-yl-4-o-tolyloxy-pyrim
idin-5-yl)- isobutyramide as a white foam, MS (ISP): 582.2 (M+H)~. Example
51 15 2-(3,5-Bis-trifluoromethyl-phenyl)-N-
[2-(2-dimethylarnino-ethylamino)-4-o-tolyloxy-
pyrimiclin-5-yl]-N-methyl-isobutyramide  To a solution of 0.25 g (0.43
mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-(2-
methanesulfonyl-4-o-tolylox-y-pyriraidin-5-yl)-N-methyl-isobutyramide in 10
nil dioxan.  0.119 nil (1.09 mmol) 2-dimethylaininoethylamine was added.
The reaction mixture was 20 stirred for 16 hrs. After evaporation of the
solvent, the residue was distributed between 50  ml CH2CI2 and 50 nil sat.
NaHC03-solution. The aqueous layer was extracted with 50 ml  CH2CI1, the
combined organic layers dried (MgS04), filtered and evaporated. The residue
was purified by chromatography (Si02, CH2CI2/methanoI/NH40H 140: 10:1 ) to
give 0.20 g  (79 %)
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylaniino-ethylarnino)-4-o
25 tolyloxy-py-rimidin-5-yll -N-methyl-isobutyramide as a white foam, MS
(ISP): 584.2  (M+H)~. Example 52
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-[2-(2-morpholin-4-yl-ethoxy)-
4-o- 



30 tolyloxy-pyrimidin-5-ylj-isobutyramide To a solution of 0.4 g (0.7 mmol)
2-(3,5-bis-trifluoromet4yl-phenyl)-N-(2-
methanesulfonyl-4-o-tolyloxy-pyrimidin-5-yl)-N-methyl-isobutyramide in 20
MI  acetonitrile 0.126 nil (1-04 mmol) N-(2-hydroxyethyl)morpholine and
1.13 a (3-48 mmol)  CS2C03 were added. The reaction mixture was stirred for
16 hrs. After evaporation of the 35 solvent, the residue was distributed
between 50 ml CF12CI2 and 50 nil H20. The aqueous  layer was extracted with
50 ml C112CI2, the combined organic layers dried (MgS04), 6 May 2005  WO
02/42280 PCTIEP01113084  -37 filtered and evaporated. The residue was
purified by chromatography (Si02,  CH2CI2/MeOH 40:1) to give 0.30 - (69 %)
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-
N-[2-(2-morpholin-4-yl-~thoxy)-4-o-tolyloxy-pyrimidin-5-ylj-isobutyramide
as a  colorless foam, MS (ISP): 627.2 (M+H)+. 5 Example 53
2-(3,5-Bis-trifluoromethyl-phenyl)-N-
[2-(2-dirnethylaniino-edioxy)-4-o-tolyloxy~
pyrimidin-5-yl]-N-methyl-isobutyramide  To a solution of 0.25 (0.43 mrnol)
2-(3,5-bis-trifluoromethyl-phenylY-N-(2 10
methanesulfonyl-4-o-tolyloxy-pyrimidin-5-yl)-N-methyl-isobutyramide in 10
ml  acetonitrile 0.066 ml (0.65 mmol) 2-dimethylaminoethanol and 0.70 g
(2.14 mmol)  CSIC03 were added. The reaction mixture was stirred for 16
hrs. After evaporation of the  solvent, the residue was distributed between
50 ml CH2CI2 and 50 ml H20. The aqueous  layer was extracted with 50 ml
CH2CI2, the combined organic layers dried (M,-S04), 15 filtered and
evaporated. The residue was purified by chromatography (SiO2,
CH,Cl,/MeOH/NH40H 110: 10: 1) to give 0.18 g (71 %)
2-(3,5-bis-trifluoromethyl- phenyl)-N-
[2-(2-dimethylamino-ethoxy)-4-o-tolyloxy-pyrimidin-5-ylj -N-methyl-
isobutyramide as a colorless foam, MS (ISP): 585.2 (M+H)+. 20 Example 54
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[2-(3-dimethylamino-propoxy)-4-o-tolyl
oxy~  pyrirrLidin-5-yl]-N-methyl-isobutyraraide  To a solution of 0.30 g-
(0.52 mmol) 2-(3,5-bis-trifluoromethyl-phenyl)-N-(2-
methanesulfonyl-4-o-tolylo.cy-pyrimidin-5-yl)-N-methyl-isobutyramide in 20
nil 25 acetonitrile 0.061 ml (0.78 mmol) 2-dimethylaminopropanol and 0.85 g
(2.61 mmol)  



CS'C03 were added. The reaction mixture was stirred for 16 hrs. After
evaporation of the  solvent, the residue was distributed between 50 ml
CH2CI2 and 50 ml H20. The aqueous  layer was extracted with 50 nil CH202,
the combined organic layers dried NOW,  filtered and evaporated. The
residue was purified by chromatography (Si02, 30 CH2CI,/MeOH/NH40H
140:10:1) to give 0.20 g (64 %) 2-(3,5-bis-trifluoromethyl-
phenyl)-N-[2-(2-dimethylamino-propo,,y)-4-o-tolyloxy-pyrimidin-5-yl]-N-meth
yl- isobutyramide as a colorless oil, MS (ISP)i 599.2 (M+H)+. . Example 55
35
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-methylsulfanyl
- pyrimidin-5-yl]-N-methyl-isobutyramide 6 May 2005  WO 02/42280
PCT/EPOI/13084  -38 In an analou~OUS manner to that described in Examle 46
a) there was obtained from 4-(4- 0
fluoro-phenoxy)-2-methylsulfanyl-pyrimidine-5-carbo,.Tlic acid,
diphenylphosporylazide  and t-butanol
[4-(4-fluoro-phenoxy)-2-methylsulfanyl-pyrimidin-5-yl] -carbamic acid
tert.-butyl ester, which was methylated with meth7liodide and than
deprotected with 5 trifluoracetic acid according to Example 43 b) c). The
resulting [4-(4-fluoro-phenoxy)-2- rnethylsulfanyl-pyrimidin-5-yll
-methyl-amine was treated with 2-(3,5-bis-trifluormediyl-
phenyl)-2-methyl-propionyl chloride as described in Example 43 e) to give
2-(3,5-bis-
trifluoromethyl-phenyl)-N-[4-(4-fluoro-pbenoxy)-2-methylsulfanyl-pyrimidin-
5-ylj-N- methyl-isobutyramide as a white foam, MS (EI): 547 (W). 10 Example
56
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-methanesulfony
l- pyrimidin-5-yl]-N-methyl-isobutyramide  In an analo~ous manner to that
described in Example 47 there was obtained from 2-(3,5 15
bi~-trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-methylsulfanyl-pyrimi
din-5-yl]- N-methyl-isobutyramide and 3-chloroperbenzoic acid
2-(3,5-bis-trifluoromethyl-phenyl)-
N-[4-(4-fluoro-phenoxy)-2-methanesulfonyl-pyrimidin-5-yl]-N-methyl-isobutyr
amide as  a white foam, NIS (ISP): 580.2 (M+H)+. 20 Example 57
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-pheno.xy)-2-morpholin-4-y
l- pyrimidin-5-yll -N-methyl-isobutyramide 



In an analogous manner to that described in Example 48 there was obtained
from 2-(3,5-
bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-methanesulfonyl-pyrim
idin-5- 25 y1] -N-methyl-isobutyramide and morpholine
2-(3,5-bis-trifluoromethyl-phenyl)-N- [4
(4-fluoro-pheno,cy)-2-morpholin-4-yl-pyrimidin-5-ylI
-N-methyl-isobutyramide as a  colorless foam, MS (ISP): 587.2 (M+H)+.
Example 58 30
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-(4-methyl-pipe
razin-l~  yl)-py-riniidin-5-yl]-N-methyl-isobutyraniide  In an analogous
manner to that described in Example 49 there was obtained from 2-(3,5-
bis-trifluoromethyl~phenyl)-N-[4-(4-fluoro-phenoxy)-2-methanesulfonyl-pyrim
idin-5- yl]-N-inethyl-isobutyramide and I-methylpiperazine
2-(3,5-bis-trifluoromethyl-phenyl) 35
N-[4-(4-fluoro-phenoxy)-2-(4-methyl-piperazin-1-yl)-pyrimidin-5-yl]-N-methy
l- isobutyramide as a colorless foam, MS (ISP): 600.1 (M+H)+. 6 May 2005
WO 02/42280 PCTIEP01/13084  -39 Example 59
2-(3,5-Bis-trifluoromethyl-pheTiyl)-N-[4-(4-fluoro-pheno),Y)-2-piperazirl-1
-YI-pyriiniclin- 5-yl]-N-methyl-isobutyramide 5 In an analogous manner to
that described in Example 50 there was obtained from 2-(3,5-
6is-trifluoromethyl-phenyl)-N-[4-(4-fluoro-pheno,XY)-2-methanesulfonyl-pyri
midin-5- yl]-N-methyl-isobutyramide and piperazine
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(4-
fluoro-pheno.xy)-2-piperazin-1-yl-pyrimidiri-5-yl]-N-methyl-isobutyramide
as a colorless  foam, MS (ISP): 586.2 (M+H)+. 10 Example 60
2-(3,5-Bis-trifluoromethyl-phenyl)-N-
[2-(2-dimethylamino-ethylamino)-4-(4-fluoro-
phenoxy)-pyrinlidin-5-yl]-N-methyl-isobutyramide  In an analogous manner to
that described in Example 51 there was obtained from 2-(3,5 15
bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-methanesulfonyl-pyrin
iidin-5- yl)-N-methyl-isobutyramide and 2-dimethylaminoethylamine
2-(3,5-bis-trifluoromethyl-
phenyl)-N-[2-(2-dimethylamino-ethylamino)-4-(4-fluoro-phenoxy)-pyrimidin-5-
yl]-N- methyl-isobuty-ramide as a colorless foam, MS (ISP): 588.3 (M+H)+. 



70 Example 61
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-(2-morpholin-4
-yl- etho-yy)-pyrimidin-5-yl] -N-methyl-isobutyrarriide In an analogous
manner to that described in Example 52 there was obtained from 2-(3,5-
bis-trifluoromethyl7phenyl)-N-
[4-(4-fluoro-phenoxy)-2-methanesulfonyl-pyrimidin-5- 25
yl]-N-methyl-isobutyramide and N-(2-hydroxyethyl)morpholine 2-(3,5-bis
trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-(2-morpholin-4-yl-ethoxy)
- pyrimidin-5-yl]-N-mediyl-isobutyramide  as a colorless foam, MS (ISP):
631.1 (M+H)+. 30 Example 62  2-(3,5-Bis-trifluoromethyl-phenyl)-N-
[2-(2-dirnethylamino-ethoxy)-4-(4-fluoro-
phenoxy)-pyrimidin-5-yl]-N-methyl-isobutyramide  In an analogous manner to
that,described in a-ample 53 there was obtained from 2-(3,5-
bis-triffuoromethyl-phen7l)-N-[4-(4-fluoro-phenoxy)-2-methanesulfonyl-pyrim
idin-5 35 yl]-N-methyl-isobutyramide and 2-dimethylaminoethanol
2-(3,5-bis-trifluoromethyl 6 May 2005  WO 02/42280 PCTIEPOI/13084  -40
phenyl)-N-[2-(2-dimethylamino-ethoxy)-4-(4-fluoro-pheno )-pyrimidin-5-yl -
X7 N  methyl-isobutyramide as a colorless foam, NIS (ISP): 589.2 (M+H)+.
Example 63 5
2-(3,5-Bis-trifluoromethylrphenyl)-N-[2-(3-dimethylamino-propo.-,,y)-4-(4-f
luoro- phenoxy)-pyrirriidin-5-yl]-N-methyl-isobutyramide . I In an
analogous manner to that described in a-ample 54 there was obtained from
2-(3,5-
bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-methanesulfonyl-pyrim
idin-5- yl] -N-methyl-isobutyramide and 2-dimethylaminopropanol
2-(3,5-bis-trifluoromethyl io
phenyl)-N-[2-(2-dimethylamino-ethoxy)-4-(4-fluoro-phenoxy)-pyrimidin-5-yl]
-N- methyl-isobutyramide as a colorless foam, MS (ISP): 603.1 (M+H)+.
Example 64  2-(3,5-Bis-trifluoromethyl-phenyl)-N-
(4-(2-chloro-phenoxy)-2-methylsulfanyl- 15
pyrimidin-5-yl]-N-methyl-isobutyramide In an analougous manner to that
described in Examle 46 a) there was obtained from 4-(2-
cUoro-phenoxy)-2-methylsulfanyl-pyrin-iidine-5-carboxylic acid,  



diphenylphosphorylazide and t-butanol
[4-(2-chloro-pherioxy)-2-methylsulfanyl- pyrimidin-5-yl]-carbamic acid
tert.-butyl ester, which was methylated with methyliodide 20 and than
deprotected whit trifluoracetic acid according to Example 43 b) c). The
resulting
[4-(2-chloro-phenoxy)-2-methylsulfanyl-pyrimidin-5-yll-methyl-amine was
treated with  2-(3,5-bis-trifluormethyl-phen~l)-2-methyl-propionyI
cl-doride as described in Example 43  e) to give
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-methylsulfanyl
- pyrimidin-5-yl]-N-methyl-isobutyramide as a white foam, MS (ISP): 564.2
(M+H)+. 25 Example 65
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-medianesulfony
l- pyrimidin-5-yl]-N-methyl-isobutyranu*de  In an analogous manner to that
described in Example 47 there was obtained from 2-(3,5 30
bis-trifluoromethyl-phenyl)-N-
[4-(2-cl-Joro-phenoxy)-2-methylsulfanyl-pyrimidin-5-ylI -
N-methyl-isobutyramide and 3-chloroperbenzoic add
2-(3,5-bis-trifluoromethyl-phenyl)-
N-[4-(2-chloro-phenoxy)-2-methanesulfonyl-pyrimidin-5-7l]-N-methyl-isobutyr
amide as  a white foam, MS (ISP): 596.1 (M+H)+. 35 6 May 2005  WO 02/42280
PCT/EPOI/13084  -41 Example 66
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-morpholin-4-yl
- pyrimidin-5-yl]-N-methyl-isobutyramide  In an analogous manner to that
described in Example 48 there was obtained from 2-(3,5 5
bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-methanesulfonyl-pyrin
-lidin-5- yll -N-methyl-isobutyramide and morpholine
2-(3,5-bis-trifluoremethyl-phenyl)-N- [4-
(2-chloro-phenocy)-2-morpholin-4-yl-pyrimidin-5-711-N-methyl-isobutyramide
as a  colorless foam, NIS (ISP): 603.0 (M+H)+. 10 Example 67
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-(4-methyl-pipe
razin-l- yl)-pyririlidin-5-yl]-N-methyl-isobutyramide  in an analo-ous
manner to that described in Example 49 there was obtained from 2-(3,5-
bis-trifluoromethyl-phenyl)-N-
[4-(2-chloro-phenoxy)-2-methanesulfonyl-pyiimidin-5 15 yl]
-N-methyl-isobutyramide and 1-methylpiperazine
2-(3,5-bis-trifluoromethyl-phenyl)- 



N-[4-(2-chloro-phenoxy)-2-(4-methyl-piperazin-1-yl)-p7rimidin-5-ylI
-N-methyl- isobutyramide as a colorless foam, MS (ISP): 616.1 (M+H)+.
Example 68 20
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-piperazin-l-yl
-pyrimidin- 5-yl]-N-methyl-isobutyramide In an analogous manner to that
described in Example 50 there was obtained from 2-(3,5-
bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-methanesulfonyl-pyrim
idin-5- yl]-N-methyl-isobutyramide and piperazine
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2 25
cMoro-phenoxy)-2-piperazin-1-yl-pyrimidin-5-yl]-N-methyl-isobutyramide as a
colorless  foam, MS (ISP): 602.1 (M+H)+. Example 69
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[4-(2-cMoro-phenoxy)-2-(2-morpholin-4-
yl- 30 etho.cy)-pyrimidin-5-yl]-N-methyl-isobutyranlide In an analogous
manner to that described in Example 52 there was obtained from 2-(3,5-
bis-trifluoromethyl-phenyl)-N-
[4-(2-cMoro-phenoxy)-2-methanesulfonyl-pyrimidin-5-
yl]~N-methyl-isobutyramide and N-(2-hydroxyethyl)morpholine 2-(3,5-bis-
trifluoromethyl-phenyl)-N-[4-(2-cMoro-phenox7)-2-(2-morpholin-4-yl-ethoxy)
35 pyrimidin-5-yl]-N-methyl-isobutyramide as a colorless foam, MS (ISP):
647.1 (M+H)+. 6 May 2005  WO 02/42280 PCUEPOI/13084  -42 Example 70
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethoxy)-4-(2-chlor
o- phenoxy)-pyrimidin-5-yl]-N-methyl-isobutyramide  In an analogous manner
to that described in Example 53 there was obtained from 2-(3,5 5
bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-phenoxy)-2-methanesi~lfonyl-pyri
midin-5- yl]-N-methyl-isobutyramide and 2-dimethylaminoethanol
2-(3,5-bis-trifluoromethyl-
phenyl)-N-[2-(2-dimethylamino-ethoxy)-4-(2-cl-loro-phenoxy)-pyrimidin-5-yll
-N- methyl-isobutyramide as a colorless foam, MS (ISP): 605.0 (M+H)+. 10
Example 71
2-(3,5-Bis-trifluoromethyl-phenyl)-N-[2-(3-dimethylamino-propoxy)-4-(2-chlo
ro- pheno-,cy)-pyrimidin-5-yl]-N-methyI-isobutyramide  In an analo-ous
manner to that described in Example 54 there was obtained from 2-('D,5-
bis-trifluoromethyl-phenyl)-N-[4-(2-chloro-pheno.xy)-2-methanesulfonyl-pyri
midin-5 



15 yll -N-methyl-isobutyramide and 2-dimethylaminopropanol
2-(3,5-bis-trifluoromethyl-
phenyl)-N-[2-(2-dimethylamino-ethoxy)-4-(2-cl-doro-phenoxy)-pyrimidin-5-yl]
-N- methyl-isobutyramide as a colorless foam, MS (ISP): 619.1 (M+H)+
Example 72  20
2-(3,5-Bis-trifluoromethyl-p~enyl)-N-methyl-N-(2-methyl-4-o-tolyloxy~pyrimi
din-5-yl)- isobutyramide a)
(2-Methvl-4-o-tolyloxv-12vr-imidin-5-vl)-carbamic acid tert.-butyl ester To
a solution of 2.50 g (10.24 mmol)
2-methyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid,  25 1.43 ml
triethylamine (10.24 mmol) and 1.9 ml (20.4 mmol) t-butanol in 50 MI THF,
2.2  nil (10.24 mmol) diphenylphosporylazide were added and the resulting
solution heated at  reflux for 12 hrs. After evaporation of the solvent,
the residue was distributed between  CH,C12 and H,O. The aquoeus phase was
extracted twice with 80 ml CH2CI2. The  combined organic layers were dried
(Na,S04), filtered and evaporated. The residue was 30 purified by
chromatography (Si02, CH,Cl,/ MeOH 40:1) to give 1.83 g (56 %) (2-methyl-
4-o-tolylo,~cy pyrimidin-5-yl)-carbamic acid tert.-butyl ester as a
colorless solid, MS (ISP):  316.3 (M+H)'. b)
Methvl-(2-methvl-4-o-tolylo2~y-12yiimidin-5-yl)-carbamic acid tert.-buMl
ester To a solution of 1.83 g (5.80 mmol)
(2-methyl-4-o-tolyloxy-pyrimidin-5-yl)-carbarnic acid  35 tert.-butyl ester
in 25 ml N,N-dimethy1formamide 0.35 g (68.7 mmol) sodiumhydride  .(60%
dispersion in mineraloil) was added and the reaction mixture stirred for 1
h. After  the addition of 0.65 ml (10.4 minol) methyl iodide at 0', the
reaction mixture was stirred 6 May 2005  WO 02/42280 PCTIEPOI/13084  -43
for 2 hrs. The reaction mixture was poured into 100 rul ice-water and three
times extracted  with 80 nil CH2CI2. The combined organic layers were dried
(Na2SO4), filtered and  evaporated. The residue was purified by
chromatography (Si02, CH2CI2/ethyI acetate 40: 1)  to give 1.90 g (99 %)
methyl-(2-methyl-4-o-tolyloxy-pyrimidin-5-yl)-carbamic add tert. 5 butyl
ester as a colorless oil, MS (ISP): 330.4 (M+H)+.  c) Me "h-(2-m th
___~1-4-o-tol  e Aors~7p3gimidin-5-A)-amine To a solution of 1.90 g (5.77
mmol) methyl-(2-methyl-4-o-tolylo,%,y-pyrimidin-5-yl)- 



carbamic acid tert.-butyl ester in 25 ral CH,CI2_ 2 ml trifluoracetic acid
was added and the  reaction mixture stirred for 2 hrs. at 40'. The reaction
mixture was poured into ice-water 10 and the pH of the solution adjusted to
10 with IN NaOH solution. The aqueous phase was  extracted three times with
80 ml CH2C19. The combined organic layers were dried  (Na,S04), filtered
and evaporated to give 0.95 (72 %) methyl-(2-methyl-4-o-tolyloxy-
pyrimidin-5-yl)-amine as a light yellow solid, MS (EI): 229.2 (M+). d)
2-(3,5-Bis-trifluoromethyl-phenyl)-N-medM-N-(2-methyl-4-o-tolyloxy-
1midin-5- RyL  15 vl)-isobutyramide To a solution of 0.4 g (1.74 mol)
2-(3,5-bis-trifluoromedlyl-phenyl)-N-methyl-N-(2-
methyl-4-o-tolyloxy-pyrimidin-5-yl)-isobutyramide and 0.6 ml (3.49 mmol) N-
eth7ldiisopropylamine in 15 ml CH2CI2 a solution of 0.78 g (2.44 mmol)
2-(3,5-bis- trifluormethyl-phenyl)-2-methyl-propionyI chloride in 5 ml
CF12C12 was added and the 20 reaction mixture stirred for 12 hrs at RT. The
reaction mixture was poured into 50 n-A 0.5  N NaOH-solution.The phases
were separated and the aqueous phase three times extracted  with 80 ml
CH2CI2. The combined organic layers were dried (Na2S04), filtered and
evaporated. The residue was purified by chromatography (Si02, CH2CI-,/MeOH
40:1) to  aive 0.82 g (94 %)
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-medlyl-4-o 25
tolyloxy-pyrimidin-5-yl)-isobutyramide as a white foam, MS (ISP): 511.1
(M+H)+.  Example 73
2-(3,5-Bis-trifluoromethyl-phenyl)-N-methyl-N-(2-phenyl-4-o-tolyloxy-pyrini
idin-5-yl)- isobutyramide 30 In an analougous manner to that described in
Examle 72 a) there was obtained from 2-
phenyl-4-o-tolyloxy-pyrimidine-5-carboxylic acid, diphenylphosphorylazide
and t-butanol  (2-phenyl-4-o-tolyloxy-pyrimidin-5-yl)-carbamic acid
tert.-butyl ester, which was  methylated with methyliodide and than
deprotected with triflUOTacetic acid according to  Example 72 b) c). The
resulting methyl-(2-phenyl-4-o-tolyloxy-pyrimidin-5-yl)-amine was 35
treated with 2-(3,5-bis-trifluormethyl-phenyl)-2-methyl-propionyI chloride
as described in  Example 72 e) to give
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-phenyl-4-o-
tolyloxy-pyrimidin-5-7l)-isobutyraniide as a white foam, MS (ISP): 574.1
(M+H)+. 6 May 2005  WO 02/42280 PCT/EPOI/13084  -44 Example  



Tablets of the following composition are manufactured in the usual manner:
mg/table  Active substance 5  5 Lactose 45  Corn starch 15
Microcrystalline cellulose 34  Magnesium stearate 1 Tablet weight 100  10
Example B Capsules of the following composition are manufactured:
m-,/caRsule  Active substance 10  Lactose 155 15 Corn starch 30  Talc 5
Capsule fill weight 200 The active substance, lactose and corn starch are
firstly mixed in a mixer and then in  a comminuting machine. The mixture is
returned to the mixer, the talc is added thereto  26 and mixed thoroughly.
The mixture is filled by machine into hard gelatine capsules. Example C
Suppositories of the following composition are manufactured:  mg/supp..
Active substance 15 25 Suppository mass 1285  Total 1300  The suppository
mass is melted in a glass or steel vessel, mixed thoroughly and cooled to
45'C. Thereupon, the finely powdered active substance is added thereto and
6 May 2005  WO 02/42280 PCTIEPOI/13084  -45 stirred until it has dispersed
completely. The mixture is poured into suppository moulds of  



suitable size, left to cool, the suppositories are then removed from the
moulds and packed  individually in wax paper or metal foil. 6 May 2005  WO
02142280 PCT/EPOI/13084  -46 Claims  1. Compounds of the general formula R-
Y (R %  x x  R XX  R _Jzz~_N R  5 wherein R' is lower alkyl, lower alkoxy,
pyridinyl, pyrimidinyl, phenyl, -S-lower alkyl,  -S(0)2-lower alkyl,
-N(R)-(CH-).-N(R)2, -0-(CH2).-N(R)2, -N(R)2, or a cyclic  tertiary amine of
the group R5-0~'  10 which may contain one additional heteroatom, selected
from N, 0 or S, and wherein this group may be connected with the pyrimidine
ring via the linker  -O(CH2).-; R~ is, hydrogen, lower alkyl, lower
alk-oxy, halogen or trifluoromethyl;  R 3 /R 3' is, independently from each
other, hydro-en or lower alkyl; 15 R' is independently from each other
halogen, trifluoromethyl or lower alkoxy;  R5 is hydrogen or lower alkyl; R
is, independently from each other, hydrogen of lower alkyl;  x is
-C(O)N(R)- or -N(R)C(O)-; Y is -0-, -S-, -SO2-, - or -N(R)  20 n is 1, 2, 3
or 4; and M is 0, 1 or 2; 6 May 2005  WO 02/42280 PCTIEPOI/13084  -47 and
pharmaceutically acceptable acid addition salts thereof 



2. A compound of formula I according to claim 1, wherein X is -C(O)N(CH3)-
and  Y is -0-. 3. A compound of formula I according to claim 2, wherein R'
is a cyclic tertiary  5 amine. 4. A compound of formula I according to
claim 3, which is
'-~-(4-methyl-piperazin-1-yl)-4-o-tolyloxy-pyrinlidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-an-iide,
2-piperazin-1-yl-4-o-tolyloxy-pyrimidine-5-carbox-yhc acid
(3,5-bis-trifluoromethyl- 10 benzyl)-methyl-amide or
4-(2-chloro-pheno,,cy)-2-(4-methyl-piperazin-1-yl)-pyrimidine-5-carbo,cylic
acid (3,5-bis- trifluoromethyl-benzyl)-methyl-amide. 5. A compound of
formula I according to claim 2, wherein R1 is  15 -0-(CH,),-cyclic tertiary
amine. 6. A compound of formula I according to claim 5, which is
2-(2-morpholin-4-yl-ethoxy)-4-o-tolyloxy-pyrin-iidine-5-carboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-amide. 20 7. A compound of formula
I according to claim 2, wherein R1 is the group  -0-(CH,)-NR,. 8. A
compound according to claim 7, which is 25
2-(2-dimethylamino-ethoxy)-4-o-tolyloxy-pyrimidine-5-cazboxylic acid
(3,5-bis- trifluoromethyl-benzyl)-methyl-amide.  9. A compound of formula I
according to claim 1, wherein X is -N(CH3)C(O)- and  Y is -0-. 30 10. A
compound of formula I according to claim 9, wherein R' is -S-lower alkyl.
11. A compound of formula I accordina to claim 9, which is 0
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-(2-methylsulfanyl-4-o-tolylo)
cy- pyrimidin-5-yl)-isobutyramide, 6 May 2005  WO 02/42280 PCT/EPOI/13084
-48
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(4-fluoro-phenoxy)-2-methylsulfanyl
-pyrimidin- 5-yl]-N-methyl-isobutyramide or 



2-(3,5-bis-trifluoromethyl-phenyl)-N-
[4-(2-chloro-phenoxy)-2-methylsulfanyl-
pyrimidin-5-yl]-N-methyl-isobutyramide.  5 12. A compound of formula I
according to claim 9, wherein R' is a cyclic tertiary  amine. 13. A
compound of formula I according to claim 12, which is
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyi-N-(2-morpholin-4-yl-4-o-tolylox
y- pyrimidin-5-yl)-isobutyrarnide, io
2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-[2-(4-methyl-piperazin-
I-yl)-4-o- tolylo)cy-pyrimidin-5-ylj -isobutyramide,
2-(3,5-bis-trifluoromediyl-phenyl)-N-methyl-N-(2-piperazin-I
-yl-4-o-tolyloxy- pyrin)idin-5-yl)-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-
[4-(4-fluoro-pheiioxy)-2-(4-methyl-piperazin-l- 15 yl)-pyrimidin-5-yl]
-N-methyl-isobutyramide, 2-(3,5-bis-triflLioromethyl-phenyt)-N-
[4-(4-fluoro-phenocy) -2-piperazin-1-yl-pyrimidin- 5-yIj
-N-methyl-isobutyramide, 2-(3,5-bis-trifluoromethyl-phenyl) -N-
(4-(2-chloro-phenoxy)-2-morpholin-4-yl- pyrimidin-5-yl]
-N-methyl-isobutyramide, 2o 2-(3,5-bis-trifluoromethyl-phenyl) -N- [4-
(2-chloro-phenoxy)-2- (4-methyl-piperazin- I -
yt)-pyrimidin-5-yl]-N-methyl-isobutyramide or 2-
(3,5-Bis-trifluoromethyl-phenyl)-N- [4-(2-chloro-pheno.YY)-2-piperazin- 1
-yl-pyrimidin- 5-yll -N-rnethyl-isobutyramide. 14. A compound of formula I
according to claim 9, wherein R1 is  25 -N(R)(CH2)nNR2 15. A compound of
formula I according to claim 14, which is
2-(3,5-bis-trifluoromethyI-phenyl)-N-
[2-(2-dimethylan-lino-ethylainino)-4-o-tolyloxy- pyrimidin-5-yl]
-N-methyl-isobutyramide or 2-(3,5-bis-trifluorometh7l-phen7l)-N-
[2-(2-dimethylarnino-ethylamino)-4-(4-fluoro- 30
phenoxy)-pyrimidin-5-yl]-N-methyl-isobutyramide. 16. A compound of formula
I according to claim 9, wherein R1 is a  -0-(CH2).-cyclic tertiary amine.
17. A compound of formula I according to claim 16, which is 6 May 2005  WO
02/42280 PCT/EPOI/13084  -49 



2-(3,5-bis-trifluoromethyl-phenyl)-N-methyl-N-[2-(2-morpholin-4-yl-ethoxy)-
4-o- tolyloxy-p7rimidin-5-yl]-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[4-(2-cliloro-phenoxy)-2-(2-morpholin-
4-yl- ethoxy)-pyrimidin-5-yl]-N-methyl-isobutyramide,  5 18. A compound of
formula I according to claim 9, wherein R' is -0-(CH2),NR2. 19. A compound
of formula I according to claim 18, which is
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(2-dimethylamino-ethoxy)-4-o-tolylo
xy- pyrimidin-5-yl] -N-methyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-
[2-(3-dimethylamino-propoxy)-4-o-tolyloxy- io pyrimidin-5-yll
-N-methyl-isobutyramide, 2-(3,5-bis-trifluoromethyl-phenyl)-N-
[2-(2-dimethylamino-ethoxy)-4-(4-fluoro-
phenoxy)-pyrimidin-5-yl]-N-methyl-isobutyramide,
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(3-dimethylamino-propoxy)-4-(4-fluo
ro- pheno%y)-pyrimidin-5-yll -N-methyl-isobutyramide, 15
2-(3,5-bis-trifluoromethyl-phenyl)-N-t2-(2-dimethylamino-ethoxy)-4-(2-chlor
o- phenoxy)-pyrimidin-5-yl]-N-methyl-isobutyrarnide or
2-(3,5-bis-trifluoromethyl-phenyl)-N-[2-(3-dimethylaniino-propoxy)-4-(2-chl
oro- pheno7)-pyrimidin-5-yl]-N-methyl-isobutyramide. 20. Amedicament
containin- one or more compounds as claimed in any one of  claims 1- 19 and
pharmaceutically acceptable excipients. 2 1. A medicament according to
claim 20 for the treatment of diseases related to N-K- I  receptor
antagonists. 0  22. A process for preparing a compound of formula I as
defined in claim 1, which  process comprises 25 a) reacting a compound of
formula R  y Nrj ~NHR  R'~~N ) with a compound of formula 6 May 2005  WO
02/42280 PCT/EPOI/13084  -50 



4  0 M  hal R R  to a compound of formula 3 Y R R R N %  (R  0 R N ]a
wherein Y, R1, R2, R3, R3', R and ra have the siPificances given above,  5
or b) reacting a compound of formula 2 Y 0  N hal  R N IV  with a compound
of formula 51~ (R 4  NOHRI  R 3 R 3. V  10 to give a compound of formula 2
Y 0 R 3 R 3. N-- (R  , N R Ib  R 6 May 2005  WO 02/42280 PCT/EPOI/13084
-51 3  wherein Y, R1, R~, R , R3*, R4, R and m have the significances given
above, or  



c) reacting a compound of formula 2  R y 0 N NHR VI  with a compound of
formula 4  (R hal  R R 5 VII  to a compound of formula q2  y 0 3 3' R (R %
N ~ "', R  R N Ib wherein hal is Cl, Br or 1, and Y, R', W, R, R And m have
the significances  given above, or 10 d) reacting a compound of formula q R
2  y N OH  R N VIII  with a compound of formula 6 May 2005  WO 02/42280
PCT/EPOI/13084  -52 4  H N  R 3~~_O' 



R R V  to a compound of formula y 0 3 R 3' (R%  R N Y'R Ib wherein Y, R', R
2, R3, R3', W, R and m have the significances -given above, or  5 e)
alkylating a compound of formula V2 2  Y 0 R 3 R 3' (R 4). y H R 3 R 3. (R%
N N N H  R N or R N 0 lal  to a compound of formula 2 2  y 0 3 R 3' (R % Y
R R3 R 3- 4  (R N N 0  N ~. Y'~~ I y R 0'  R N Ib or R N la  wherein Y, R',
R, R3, R3', R~, R and m have the significances given above, or 10
transforming a compound of formula 6 May 2005  WO 02/42280 PCT/EPOI/13084
-53 2 (R%  Y 11~. I N~ x zz~'  R XTO  S N R to a compound of formula q2 (R
%  Y 



N x  R 3XOT  R  N 0 0 1-2  whereinX, Y, R1, R 2 , R 3 , R Y, R' and in have
the significances given above, or  5 g-) reacting a compound of formula (R
%  Y x  N 3X0  I IR R3' N  0 0 1-2 with a corresponding cyclic or non
cyclic amine to a compound of formula  q2 (R % N Y x zz~'  I R X30' R  A N
1-3  or with a corresponding alcohol to a compound of formula 10 6 May 2005
WO 02/42280 PCT/EPOI/13084  -54 4  (R Y  N' R3'  N 1-4  3 3 4 wherein Y, X,
R', R~, R R R and m have the significances -given above, A is  



-N(R)-(CH,)n-N(R)2, -N(R)2 or a cyclic tertiary amine of the formula R  5
and B is lower alkoxy, -0-(CH2).-N(R)2 or IACH2)n-0- R and R' is described
as above, or h) modifying one or more substituents R, R2, R3, R3', R 4 or R
within the definitions  given above, and 10 if desired, converting the
compound obtained into a pharmaceutically acceptable acid  addition salt.
23- A compound according to any one of claims 1-19, whenever prepared by a
process as claimed in claim 22 or by an equivalent method. 24. The use of a
compound in any one of claims 1-19 for the treatment of diseases.  15 25.
The use of a compound in any one of claims 1-19 for the manufacture of
medicaments containing one or more compounds of formula I for the treatment
of  diseases related to NK-I receptor antagonists. 26. The invention as
hereinbefore described. 




