wherein

10 Y is Cy.qearyl or Casheteroaryl 8yg. Casheteroaryl, optionally substituted by 1 to 3

and halo-substituted C,.galkoxy;
Z is chosen fromy:

"N - - » : 5

Ry Ry

w

"‘"3"‘ : “g:\g: H O"mf

Rg
vy o O

15
wherein the left and right asterisks of Z indicate the point of attachment betweeh
C{R3)}(Ry)— and A of Formula la, respectively; Rg is chosen from hydrogen and C;_galkyl; and
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+ and .3 are independently methylene or a heteroatom chosen from S, O and NRs; wherein
Rs Is chosen from hydrogen and Cyalkyl; and any alkylene of Z can be further substiited

by one to thiee radicals chesen from hal, hydrexy, €.salkyl or Rg can be-attached to a
carbon aiom of Y to forn & 6-7 member ring,

R, is Ce.oaryl or Cyheleroaryl 8.9 Cysheteroaryl, optianafly substituted by Cyzalkyl, Cp.
1081Y; CgaoBrIGealkyl, Cyoheteroary, CasheteroarylCy alkyl, Cascycloalkyl, Cy.sevcloalkylC,,
aalkyl, CsReterosycloatkyl or CqgheferacycloaliyiCyalkyl; wherein any anyl, hetercaryl,
cyciealkyl or Relerocycloatkyl of R, may be subsfituted by 1 to 5 groups selected from
halogen, Grealkyh, Cisalkoxy and halo substituted-Cagalkyl or <Cysalkoxy; and any alkyl
group of Ry can oplidRally have a methylene replaced by an atom or group chosen from ~S-,
=~3{0)~ -5(0)z~ ~NRyNand -0-; wherein Ry is chosen from hydrogen or Crealkyl;

Rois H, Cyalkyl, haidhsubstituted Cisalkyl, Cagalkenyl or Cz.saikynyl: and
each of Ry or Ry, independently, is H, halogen, OH, Cy.galkyl, Ciatkoxy or halo substituted
Coalkyl o1 Cygalkony;
and the N-oxide derivatives therecf

and the pharmacologically accepiable salts, solvales or hydrates thereof,

in the preparation of a medicament for

preventing, treating or inhibiting an inflam¥gatory condition selected from the group
consisting of poiymyositis and dermatomyositis, and a nerveimusc!_e qis?ase se!.eucte‘d

from the group consistina of muscular dystropky and inclusion body myositis.

2. The use of clelm 1, wherein, in the compound of forfyilz la, Ry is phenyl, naphthy! or
thienyl optionally substituled by Craearyl, CeqearyiCraealkyl, heteroaryl, CagheleroamylC,.
saikyl, Cagcycloalkyl, CiacycloalkylC alkyl, Cashielerocycloalkyl, Ka sheterocycloalkylCalkyl
ar Cygalkyl; wherein any aryl, heteroaryl, eycloalkyl o hetercoycloRikyl graup of R, can be
aptionally substiluted by one to.five radicais.chosen from hale, Cigijkyl, C.salkoxy, halo-
substituted-C;gatkyl and halo-substituted-Cqgalkoxy; 2nd any alkyl group\of R* can optionally
have a methylene replaced by an atom of group chosen from ~8—, ~S{0) —5{0)—, —NRs—
and —O—; wherein Rg is hydrogen or Csgatkyl.

3. Tre use of olaim 1, wherein, in the compound of formula I, Y is chosen from®
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wherein the asterisk is the point of attachment of Ry Wjth W; Rg is Ce.yearyl, Ca.searylCs.
salkyl, Casheteroaryl, CjsheteroarylCs alkyl, CascycloalkW, CiscycloalkylCiialkyl, C..
sheterocycloalkyl, CssheterocycloatkylCraalkyl or Chealkyl; rein any aryl, heleroaryl,
cycloalkyl or heterocycloalkyl group of R, can be optionally subgtituted by one to three
radicals chosen from hale, C,satkyl, C,salkoxy, halo-substituted ~Cysalkyl and halo-
substituted-Cq.salkoxy; and any alkyl group of R, can optionally have a\methyiene reptaced
by an atom or group chosen from —S~, —-8({0)~, -S{0)s~, -NRs~ and R-; wherein Rs is
hydrogen or Cqgalkyl; and Ry is chosen from halo, Crealkyl, Cysatkoxy, haloSsubstituted-C,.

salkyl and halo-substituted-C, galkoxy.
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The use of claim 1, wherein, in the compound of formula la, A is ~C{O)OH; Z is chosen
froly;

wherein the lefi and righhasterisks of Z indicate the point of attachment between ~C(Ra)(Ry)~
and A of Formula la, respectively; Rs is chosen from hydrogen and C,galkyl; and R, and R,

are both hydrogen.
8.  The use of claim 5, wherein \n the compound of formula Ia, Y is chosen from phenyl,
pyridinyi, thienyl and furanyl; wherein yny phenyl, pyridinyl, thieny! or furanyt of Y is optionaily
substituted with 1 to 3 radicals chosen om methyl, ethyl, cyclopropyl, chicro, bromo, fioro
and methoxy; or where Y is phenyl, Ry cal be attached to a carbon atom of Y to form 3,4-

dihydro-1H-isoquinslin-2-yt.

7. The use of claim 6, wherein, in the compound,of formula la, W is a bond or methylene;
Ry is chosen from:

s

el [

¥ Ro—r »

Rg %\l i Ry &/.j-i >
. Rg

wherein Re is chosen from phenyl, cycliohexyl, thienyl, 33-dimethyl-butyl, pyridinyl,

cyclopentyl and piperidinyl; wherein Rs can be optionally substithted by 1 to 3 radicals
chosen from trifluoromethyl, methexy, fluoro, triflouromethoxy and meXyl: and R; is chosen
from trifluoromethyl, fluore, methyl, chicro, methoxy and ethyl.
8.  The use of claim 6, wherein the compound of formula |z is selected from:\3-{4-[1~(2-
Triflucromethyl-biphenyl-4-yimethoxyimino}-ethyl]-benzylamine}-propienic acid, 3-4-[1-(4-
Cyclohexyl-2-trifluoromethyl-benzyloxyimino}-ethyl}-2-ethyl-benzylamino}-propionic adj
{4-{1-(4-Cyclohexyl-3-trifluoromethyl-benzyloxyimino)-ethyll-2-ethyl-benzyl}-azetidine-3-
carboxylic acid, 3-({2-Chiora-6-[1-(4-cyclohexyl-3-trifluoromethyl-benzyloxyimino)-ethyl]- |
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yridin-3-yimethyi}-amino}-propionic acid, 3-({8-{1-(4-Cyclohexy!-3-triflucromethyl-
beRzyloxyimino)-ethyl}-2-ethyl-pyridin-3-yimethyl}-amino)-propionic acid, 3-{4-{1-(Biphenyl-4-
yimethoxyimino}-ethyl}-benzylamino}-propionic acid, 4-{4-{1-(Biphenyl-4-yimethoxyimino)-
ethyl]-bapzylamino}-butyric acid, 1-{4-[1-(Biphenyl-4-yimethoxyimino)-sthyl}-benzyl}-

{Biphenyld-yima{hoxyiminc)-ethyl]-benzylamino}-cyclopentanecarboxylic acid, 3-{4-[1-(4'-
Trifluoromethyi-bipkenyl-4-yimethoxyimino)-ethyl]-benzylamino}-propionic acid, 3-{4-{1-{5-
Phenyl-furan-2-yimethgxyimino}-ethyll-benzylamino}-propionic acid, 3-{4-[1-(3"-
Trifluoromethyl-biphenylhd-ylmethoxyiminc)-ethyl]-benzylamino}-propionic acid, 3-{4-[1-(3-
Triflusromethyl-biphenyl-d4-yimethoxyimino)-ethylj-benzytamino}-propionic acid, 3-{4-[1-(4*
Methoxy-biphenyl-4-yimethoxy{mino)-ethyl}-benzylamino}-propionic acid, 3-{4-[1-(Biphenyl-3-
ylimethoxyimino}-ethyl}-benzylamipo}-propionic acid, 3-{4-[1-(4-Thiophen-2-yi-
benzylexyimino)-ethyl}-benzylamind}-propionic acid, 3-{4-{1-(4~Thiophen-2-y}-3-
triflucromethyl-benzyloxyimino)-ethylMenzylamino}-propionic acid, 3-{4-{1-(4'-Fluorc-
biphenyl-4-yimethoxyimine)-ethyl]-benzylamino}-propionic acid, 3-{4-[1-(4*Trifluoromethoxy-
biphenyl-4-yimethoxyiminc)-ethyll-benzylatkjno}-propionic acid, 3-{4-{1-(3"-Triflucromethoxy-
biphenyl-4-yimethoxyimino}-ethyl]-benzytaming}-propionic acid, 1-{4-[1-(2-Trifluoromethyl-
biphenyl-4-yimethoxyimino)-ethyil-benzyl}-azetidige-3-carboxylic acid, 1-{4-{1-(2-
Trifluoromethyl-biphenyl-4-ylmethoxyimino}-ethyil-Benzyl}-pyrrolidine-3-carboxylic acid, 1-{4-
[1-(2-Trifluoromethyl-biphenyl-4-yimethoxyimino)-eth]-benzyi}-piperidine-3-carboxylic acid,
3-{4-{1-(3-Methoxy-biphenyl-4-yimethoxyimino)-ethyl]-bdpzylamino}-propionic acid, 2-
Hydroxy-3-{4-[1-(2-{riflucromethyl-biphenyl-4-yimethoxyiming)-ethyl]-benzylamino}-propionic
acid, 3-{4-{1-(4'-Methyi-biphenyl-4-ylmethoxyimino}-ethyl}-benxylamino}-propionic acid, 3-{4-
[1-(4-Phenyl-thiophen-2-yimethoxyimino}-ethylj-benzylamine}-prdpionic acid, 1-44-[1-
{Biphenyl-4-yimethoxyimino)-ethylj-benzyl}-pyrrolidine-3-carboxylic\geid, 3-{4-[1-(4-Furan-3-
yl-benzyloxyimino}-ethyl}-benzylamino}-propionic acid, 3-{4-[1-(4-Thiokhen-3-yl-3-
triflucromethyl-benzyloxyimino}-ethyi]-benzylamino}-propionic acid, 3-[4-}¥-(4-Thiophen-3-yi-
Z-trflucromethyl-benzyloxyimino)-ethyi]-benzylamino}-propionic acid, 2-Fludro-3-{4-[1~(2-
trifiuoromethyl-biphenyl-4-yimethoxyimine)-ethyll-benzylamino}-propionic acid\3-{4-[1-(2-
Trifluoremethyi-biphenyl-4-yimethoxyimino}-ethyll-benzylamino}-bulyric acid, 3-{3J1-(5-
Phenyl-thiophen-2-yimethoxyimine)-ethyl]-benzylamino}-propionic acid, 3-{4-{1-{4~
Cyclohexyl-benzyloxyimino}-ethyll-benzylaminc}-propionic acid, 3-{4-[1-(3-Fluoro-biph&nyi-4-
yimethoxyimino)-ethyll-benzylamina}-propionic acid, 3-{4-[1-(4-Fluoro-2-4riflucromethyl-
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phenyl-4-ylmethoxyimino)-ethyl]-benzylamina}-propionic acid, 3-{4-[1-(4"-Methyl-2-

{4-[1-(4-Cyclohexyl-3-triflucromithyl-benzyloxyimino)-ethylj-benzylamino)-propionic adid, 3-
{2-Broma-4-{1-(4-cyclohexyi-3-triflyp romethyl-benzyloxyimino)-ethyl}-benzylamino}-propionic
acid, 3-{4-[1-{4-Cyclopentyl-3-trifiuord: ethyl-benzyloxyimino)-ethylj-benzylamino}-propionic
acid, 3-{2-Chloro-4-{1-{4-cyclohexyl-3-tri] uoromethyl-benzyloxyimine)-ethyl}-benzylamino}-
propionic acid, 3-({6-[1-{4-Cyclohexyi-3-trifijoromethyl-benzyloxyimina)-ethyl]-pyridin-3-
yimethyi}-amino)-propionic acid, 3-({5-[1-(4- xclohexyl-3-riflucromethyl-benzyloxyimino)-
ethylj-thiophen-2-yimethyl}-amino)-propionic aci 3-({5-[1-{4-Cyclohexyl-3-tiflucromethyl-
benzyloxyimino)-ethyi}-pyridin-2-yimethyl}-amino)-fxppienic acid, 3-{{5-[1-{4-Cycichexyl-3-
triffuoromethyl-benzyloxyimino)-ethyil-furan-2-yimethyi}-amino)-propionic acid, 3-({2-[1~(4~
Cyclohexy]-s-triﬂuoromethyl—benzy!oxyimin_o)uethyll—pyri' -4-yimethyl}-amino)-propionic acid,
3-{4-[1-(4-Cyclohexyl-3-fluoro-benzyloxyimino)-ethyl}-benzNamino}-propionic acid, 3-{2-

Chioro-4-{1-(4-cyclohexyl-3-triflucromethyl-benzyloxyimine)-efk {]-benzylamino}-propionic

acid, 3-{4-{1-{4-Cyclohexyl-3-trifluoromethyl-benzyloxyimino)-ethyl}-2-cyclopropyl-
benzylaminc}-propionic acid, 1-{4-[1-(4-Cyclohexyl-3-trifluoromethyi-benzyloxyimino)-ethyl]-
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Aeyclopropyl-benzyl}-azetidine~3-carbexylic acid, 3-{2-Ethyl-4-[1-(2-triflucromethyl-biphenyi-
4-yligethoxyimino)-ethylj-benzylamino}-propionic acid, 1-{4-[1-(4-Cyclohexyl-3-ethyl-
Rxyimino)-ethyl}-2-ethyl-benzyl}-azetidine-3-carboxylic acid, 1-{4-[1-(4-Cyclohexyl-3-
methyl-bapzyloxyimino)-ethyl]-2-ethyl-benzyl}-azetidine-3~-carboxylic acid, 1-{2-Chloro-4-{1-
(4-cyclohexiy-3-ethyl-benzyloxyimino)-ethyl}-benzyl}-azetidine-3-carboxylic acid, 3-{2-Chloro-
4-[1-(4-cyclohdyyi-3-ethyl-benzyloxyimino)-ethyll-benzylamino}-propionic acid, 3-{4-[1-(4-
Cyciohexyl-3-trifioromethyl-benzyloxyimino)-ethyl]-2-fluore-benzylamino}-propionic acid, 1-
{4-{1-(4-Cyclohexyl33-triflueromethyl-benzyloxyimino)-ethyl]-2-flucre-benzylj-azetidine-3-
carboxylic acid, 3{6-['k(4-Cyclohexyl-3-triflucromethyl-benzyloxyimino)-ethyl]-3,4-dikydro-
1H-isoquinolin-2-yt}-propignic acid, 3-{6-[1-(4-Cyclohexyl-3-ethyl-benzyloxyimino)-ethyl]-3,4-
dihydro-1H-isoquinolin-2-yixpropionic acid, 3-{4-{1-(2-Trifluaromethyl-biphenyl-4-yl)-
ethylideneaminoorymethyl-bapzylamino}-propionic acid, 3-{4-[1-(4-Cyclichexyl-3-
trifitoromethyl-phenyl)-ethylidengaminooxymethyll-benzylamino}-propionic acid, 3-{4-[1-{4-
Cyclohexyl-3-triflucromethyi-phenyi-ethylideneaminooxymethyl]-2-ethyl-benzylamino)-
propionic acid, 1-{4-[1-(4-Cyclohexyl-§-trifluoromethyl-phenyl)-ethylideneaminooxymethyl]-2-
ethyl-benzyl}-azetidine-3-carboxylic acidand 1-{4-[1-(4-Cyclohexyl-3-ethyl-phenyi)-
ethylideneaminocoxymethyl}-2-ethyl-benzyl}azetidine-3-carboxylic acid.

9.  The use of claim 8, wherein the compound,of formula la is 1{4-[1~(4-cyclohexyl-3-
triflucromethyl-benzyloxyimino)-ethyl}-2-ethyl-benzyl}-azetidine-3-carboxylic acid {Compound

A), or a pharmaceutically acceptable salt or prodrug

10. An S1P receptor modulator as defined in any one of daims 1 to 9 for use in preventing,
inhibiting or treating an inflammatory condition seldgted from  polymyositis  or

dermatamyositis.

1. The use of a therapeutically effective amount of an S1P receptdt modulator as
defined in any one of claims 1 to 9 in the manufacture of a medicatqent for the

therapeutic freatment of an inflammatory condition selected from polymyosisitid
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onengf claims 1 o 9 for use in preventing, inhibiting or treating an inflammatory condition
selected from polymyositis or dermatomyositis together with one or more pharmaceutically
acceptabla diluents or carriers therefor,

13.  The use of a therapeutically effective amount of an S1P receptor modulafor as
defined in any one\of claims 1 to 9 in the manufacture of a medicament for the

therapeutic treatment okan inflammatory condition selected from dermatomyositis.
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CLAIMS

1.  The compound 1-{4-[1-(4-Cyclohexyl-3-trifluoromethyl-benzyloxyimino)-ethyl}-2-ethyl-
benzyl}-azetidine-3-carboxylic acid,
and the N-oxide derivatives thereof; and the pharmacologically acceptable salts, solvates or

hydrates thereof,

for use in preventing, inhibiting or treating an inflammatory condition selected from
polymyaositis or dermatomyositis.

2. The compound 1-{4-[1-{4-Cyclohexyl-3-trifluoromethyl-benzyloxyimino)-ethyl]-2-ethyl-
benzyl}-azetidine-3-carboxylic acid as specified in claim 1,

and the pharmacolcgically acceptable salts thereof,

for use in preventing, inhibiting or freating an inflammatory condition selected from

polymyaositis or dermatomyositis.

3.  The use of compound 1-{4-[1-{4-Cyclohexyl-3-triftuoromethyl-benzyloxyimino)-ethyl]-2-
ethyl-benzyl}-azetidine-3-carboxylic acid as specified in claim 1,

and the N-oxide derivatives thereof; and the pharmacologically acceptable salts, solvates or
hydrates thereof,

in the manufacture of a medicament for preventing, inhibiting or treating an inflammatory

condition selected from polymyositis or dermatomyositis.

4. The wuse of 1-{4-[1-(4-cyclohexyl-3-trifluoromethyl-benzyloxyimino}-ethyl}-2-ethyl-
benzyl}-azetidine-3-carboxylic acid as specified in claim 1, or a pharmaceutically acceptable
salt thereof, in the manufacture of a medicament for preventing, inhibiting or treating an

inflammatory condition selected from polymyositis or dermatomyositis.
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