The present invention relates to conpounds of the fornmula (1): R Ra 0

0 R-NT~ w 0 R R6x~~~~a R M(I) . wherein

R is hydrogen, hal ogen, C 16al kyl, Cl, al koxy, CF, 3NO2 CN, a~~~a

a SR, SOR I SR, CO 2Ra, CONR R, C26al kenyl, C26al kynyl or C 14all kyl
substituted by C ,al koxy, where Ra and Rb are hydrogen or Cl4alkyl; Ris
hydrogen, hal ogen, C, alkyl, C, alkoxy substituted by
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ABSTRACT

SUBSTITUTED MORPHOLINE DERIVATIVES AND THEIR USE AS
THERAPEUTIC AGENTS

The present invention relates to compounds of the formula (1):

(1)
0 wherein :
R'is hydrogen, halogen, C1 &alkyl, C, 4salkox'y, CF,, NO,, CN,
SR’, SOR", SO,R’, CO,R", CONRR’, C, _alkenyl, C, ,alkynyl or C. _alky!
substituted by C,_alkoxy, where R" and Rb are hydrogen or C, alkyl;
R is hydrogen, halogen, C, alkyl, C, alkoxy substituted by
15 | C,alkoxy or CF; |
R’ is hydrogen, halogen or CF,;
R’ is selected from the definitions of R';
R® is selected from the definitions of R?;
Rs is a 5-membered or 6-membered heterocyélic ring containing
20 20r3 nitrogén atoms optionally substituted by =0, =S or a Ci4alkyl group,
and optionally substituted by an aminoalkyl group;
Rga and Rgb are hydrogen or C__alkyl, or Rga and Rgb are jdined
toform a C, ring;



. b
Cl4dal koxy or CF3; 1-4  ~=3; R is hydrogen, halogen or CF3; Ris

sel ectdd fromthe definitions of RL; R4 is selected fromthe definitions of
R2; 6 Ris a 5-nenbered or 6-nmenbered heterocyclic ring containing 2 or 3
nitrogen atons optionally, substituted by =0 =S or a C, 14al kyl group, and
optional |y substituted by an am noal kyl group; Sa =~ 9b9a

b R and R are hydrogen or Clalkyl, or R and R are joined to forma C7
ring;
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X is Ci4alkylene optionally substituted by oxo; and
Yis a C__alkyl group optionally substituted by hydroxyl;
with the proviso that if Y 'is Ci.aalkyl, R® is substituted at least by
an aminoalkyl group; _ .
5 and pharmaceutically acceptabl_e salts and prodrugs thereof.

~ The compounds are of parﬁcular use in the treatment of pain,
inflammation, migraine and emesis.
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