Coati ng conpositions for marking substrates The
present invention refers to a coating conposition for
worokiopsg2subst rates, to a process for the prepp€BEPDING066150
of these conpositions, to substrates coated with these
conpositions and to a process for their preparation,
to a process for preparing marked substrates using
these conposyRERTMENTOF WUTOIMNRINE DISEASESS
obtai nabl e by the ratter process. Packagling usually
needs to be marked Jield ofthelnvention such as Iogos bar
codes, expiry dates or batch nunbers. One wa
The pre@@hu@/@@tl@m,rglaﬁeg, ggpecqjlgttpn@ﬂpﬁealgqtq@gpﬁgd%vgqyeg thereof and more
SpGCIfICEIﬁPWQ?éIII QD to"‘@ééihpd%ﬁ&J 'art élﬁ@ﬁrﬂﬁtﬁﬂe \ﬁ’lsEQseesn%rugbf UGt sclerosis,
vi si bl e mar ki ng en usin aser
peripheral ﬂﬁa@tlsappml @@F@ﬁeﬁf@xptroph@ |@fﬁ?ﬂkﬁ¢1§f°§'§r@”%éwé@§n o)
small that it is invisible or nearIX invisible to the
human eye. WO 02/ Background of the)lventiont hod f or narking
an obj ect, wherein the object conprises or is coat
Multiple sglarpsia is archifinig infeamestasy Kisease af hl?atcemr%ﬂneﬁwswgstem (CNS) with an
unknown rgaﬂﬁ(%dr@&ao QLPERReS USRI nRAlydifRete %%M@@%mh%@' irfiltration of
und such as alkali netal, alkaline earth
the centrabtngrvoup r%ﬁte@mbde@nwnescam@t%ope&% gaSRawical 1Gell popylagions directed
towards ﬁ%o&rﬂ@@ﬁ@%ﬁ:ﬁ a%%%ﬁéqln ®8sik rpFéltha&érpﬁb M‘érﬁ@n@ralt&ﬁlﬁrthé Beriphery. This
roduct of ‘contrasting col our.
suggestSaép@eav@ veaeat of dafp@stameHse dﬁswmsezmomzé@q'w%ew@ the disease.
Althoughdfh%?éj\‘saﬂé %ﬁ@mﬁ@%aﬁﬁlﬁﬁ &K Wrc%ﬂlrﬁié‘dlyteméb‘ﬁﬁn@nhune disorder, patients
grey/ green mar ki ngs, but no mar ki ngs. ack
receive IMEIKIORYRPIe§S/eFhERRPY m%dﬁ@daw'wmsra@arﬁoal%qeo%ﬁ*ﬁ ingpiderdo limit the

extent oﬁMé‘rﬁlQﬁrmdt&y%@éﬂe’éb0ﬂﬂmhﬂ@stﬂS%@,&b@%rWQﬁulﬁm@Qéie@fs% however, is
suitabl & for coating per or plastics. It is an

only pamﬁﬂy efiectip. @wé"bme%teqaﬁ% ROb PG gglapingierRsecryggieagon despite anti-

.nﬂammzﬁ@rmanﬁnh@ﬂaswrés@%erefaﬁﬁer&oatI ng paper, which yield
dark markings of high contrast on exposure to energy.

Accordingie&RrO R £RESH I BtHEd khveabdiict WBiché effgctive Pl thdaent of multiple
according to claiml1, the processes accordi

sclerosiscang gtgen elatads disgasesanciufigs HRsed iy <8 qetaes Agmpge to central

or periplidrail iErvd 2isais sliéh aEhBerfPERO Feliitd) @ticdlheuptie$adtamyotrophic lateral
invention conprises a latent activator. The |atent

sclerosisactj vator can be either a salt of an acid and an

1t has i b5 i PRLREAPIOAOl SHom GRS RER AT 1 SaF PRGNl efect i

the treaftdr, offéumﬁmﬁlﬂef HisksseaCiuth shinfuntqsellstierdsts, aririheral neuritis, optical

necrits, 3V RTORR ST S6 A Lot TR ISRESE) FIMPESaci . i tri o
d
Amino aEphs &’éwﬁg%a%%lu%e %;7%‘5“"H%i%&ﬁd%‘%&ﬁ%@ﬁh@("%’“ﬁﬂ? g formua |

pol yphasphoric acjd h@,,phor ousNHam d, hydrochloric
aci d, h1lo acl d, Iorlc cid %)o(lrobromc aci d,
hydrlodlc Q and | uori CIH anpl es ot

organi c aci d are sul - b&sd, or gahP8, aci ds such as
4- styrenesulfonlc acid, p t ol uenesul foni c acid,
whemmwg é %e qu |c acid, xylene sulfonic acid, pheno
ot & adi nethane sul fonic acid, trifluornethane
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cyclohexylmedthyexyp pj/rjp(yﬂrne;thgxye nleeamwoxu maalu:thwlrrxemdml meooaneiblyl CH,-OH,

CHZ-CH%QQIS Bh L{yﬁ fseebﬁi)@%ff 6'H’(la&l ﬁ(dlssufg%ryﬁﬁe%aﬁ@g pﬁBQOF'R gg r%yano or

phenyl, mekﬂhyf phirtyl G aijenp kosippiadrg| grphy theteaidiethg optionally 'substituted
orhi c acid, glycero
byhamgé d?o@é'kﬁgi QE ggmdiethylenetrianine
penta(nethylenephosphonic acid) (DTPMP),
hexanet hyl enedi am ne tetra(nethyl enephosphoni ¢ aci d)
(HDTMP), nitrilotris(methyl ene phosphonic acid) and 1-
hydr oxyet hyl i dene di phosphoni ¢ acid, and carboxylic
aC|ds such as tartarlc aC|d dlchloroacetlc aC|d
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consi sting of sulfuric acid, hydrochloric acid,
sul fur-based organi c pol yacids and m xtures thereof.

wo nooaoessher nost preferred enbodi nent, the aciBCT/EP2006/066150
sel ected from phosphoric acid, polyphosphoric acid,
and organi c phosphoric acids.and m xtures thereof.
Exanpl es of sul fur-based organi c pol yacids are

R.is H, haraby.é Arigd1ymesl, @Lérmlycca,erkdb p.aasbtmpm pemsyfoxgoNpri si ng
- tyrene su on| acid units such

Rs H, hawarep(%asarr Enealiilf Griplkosh PaTBASHapRATY A aplkorairles

each of FAfan@FRYAREEpHIBRIBNEH 6r AisiiSie JF ﬁbrrﬁu@ﬂbﬁoet hyl
di hydr ogenphosphat e, phytic acid, 2-phospho-L-ascorbic
acid, glycero di hydrogenph ate, diethylenetriam ne
pent a- (met hyl enephospho ngﬁcrd) (DTPMP) and
hexamet hyl enedi am ne tet‘a(néihylenephosphonlc aci d)
(HDTMP) . The anine can be”of formAla NRLR2R3, wherein
Rl, R2 and R3 can be the sanme or different and are

wherein ¢notirad dRe@and B, ingep@peyﬂly,, isg2 08B+ edllfyboptionally substituted by halogen; and

al.kyl, .-8-cycl oal kenyl , aral kyl,

nrsanmﬁ% fﬁéﬁy Qbr aryI or R1 is hydrogen, G -30-al kyl

or a phar%caonoahyeméptab@«saﬁttayrebﬂal kyl, d .-8-cycl oal kenyl,
aral kyl , aral kenyl or aryl and R2 and R3, together

or a compbuird dfh@rn’mié ffogen of the am ne of fornula NRLR2ZR3 form
a 5- to 7-nenbered ring, whereby C -30-alkyl,

C2- 3o0- alkenyl, CA-8 cyclodkyl, C -b-cycloal kenyl,
aral kyl ~ahti e €Ny be unsubstltuted or

substi tuted NR4 RS m no, yananrno
hydr oxy and/ ¢ 6- al %ry I
unsubstituted oﬁ%§ubst|tuted cyano,
cyanam no, hydroxyl, C -6-alkyl, a/@R O - 4- al koxy,

wherein R4, R5 and RB can be the sane or different and
are hydrogen, d -6-al kyl, C4-8-cycloal kyl or aryl.
Exanpl es of Ci_30-a|ky| are nethyl, ethyl, propyl

Ri, is ha%@%ﬂ}ﬁpﬁé@g@w\ék i y| Hﬁ‘%{’?ﬁ’ ’(:ﬂ%agrﬂ})r{frré', gé‘%: suw Qalkyl-suony.

aralkyt] egticnyally anitlseq'bhemeBsﬁllkylosw:ear yl and ar achi nyI

wherein

Exanpl es of C2-30-al ken are vinyl, allyl, linolenyl,
Rz is H, delogeatsixalemetpyl, Ceh&ibéé—{;eﬁ*%néwkyl pii @r@lké!yry
arachi donyl and ol eyl. Exanples of C4-8-cyclal kyl are

Rsais H, W@QGD@EWQ -yl @@?%WX?h salipthieos eyl
8-cycl oal kenyl is cycl ohexenyl. Exanples of aralk
Rus s H é‘nealbsérﬁ;ﬂnybﬁdtlozlabmW¥e¢menZM#ﬁneyl oF Ieapeg pliphadic C 1acy;
hen¥ 1,3,5-triazinyl or naphthyl. npl es of
Rsa is H, @rorghaloppthyh Co - rlh914alk@rhmethybrc‘op§lryl thl@@ﬁﬂtybwdroxyethyl
hydr@k‘}dfbpyl @%np &r)élky %%rwl or Jofdyhyibut yl, pentyl, and
-4-al koxy are nethoxy, ethoxy,
R&lsfigg@p@myb |sopropoxy and butoxy. Preferred C _30-al kyls
are d.-io-alkyl, nore preferred d_3o0-al kyls are
R;a is H, &, §a|ra¢|lsyla redf8 @ @f“b@r%l@?a 3e-Rfikenybsear
C2-i 0-al kyenyl, nore preferred C2- 6- al kenyl . Exanpl es
X,is 0, fsdor®&mal ¥nd are given above. Exanples of d.-io-alkyl
are methyl, ethyl, propyl, isopropyl, butyl,
n, is an ipRGePott Vo 4;1 sobutyl, terf-butyl, pentyl, hexyl
heptyl, octyl, nonyl and decyl. Exanples of
or a phaf@adeQticdllk apydptang sfiRtheref kenyl are vinyl and allyl.
Exanpl es of amines of forrmula NRLR2R3 are ammoni a,
With regtath ﬁ)(tlﬂg@oﬂ@)s[]ﬁ {lé'# fé%ﬁﬁﬂgg'fgtané‘glﬂa}#ﬁ%ﬂh dhé]S?en encompasses fluorine,
chlorine dh)retrlrrya and m@lnaat?r;el oo ‘ditatdrmrthyl 1grouRf| arﬁonw@ﬁ%ﬁﬁan@uoromethvl and
trrchloror‘ﬁem?pob ML RG etnEbrﬁbQé%%% s@r@]g@r?ch&ﬁ(&d BNBXHCASA Bfkyl, e.g. methyl, ethyl,
ani f'i ne, am ne yl ol"nel am ne, pyrrole,
nDrphollne, pyrrolidine and pi peridine. Preferably,
the amne is of fornula NRIR2R3, wherein Rl is
hydrogen and R2 and R3 are as defi ned above. More
preferably, the amne is of fornula NRLR2R3, wherein
Rl and R2 are hydrogen and RS |s as deflned above.
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d- 6-al kyl, and/or d-6-al koxy, whereby R12 , R13 and
R14 can be the sane or different and are hydrogen, d
wo eeoaloksgk1 d- 8- cycl oal kyl or aryl, provided thetT/RF2006066150
not hydrogen. Exanpl es of hal ogens are chlorine and
brom ne. Exanples of acid derivatives are ethyl
p-tol uenesul fonic acid ester, cycl ohexyl
propyl, ispplopliu eyt wblighipenad,i kxgissreieptydi Makiphradey'$ubstituted or unsubstituted

encrs Y RE SRRk A b PSP RO 5,00 Gaegp . @ rlouen

atom, su€is heflaorrfe, @hlotine CbrﬁBllr(éeénmled|nabmlﬂeoromed1ye|m4alkyl cadeaIkoxy The

. roups, are.supst t uted with Pr ef abl
term arlggy HOWE t B aibr air@ Y 9HY" of" aA@ Z‘%’f%yaﬁ n %%0%%8383 benzyl,
diphenylrRstafie pabhathyl tdngl pasnyipsodyl. orArgl syl apoiptyi 3= premesinvd@htalkoxy”, "Cy.

Jalkylthio” hﬁmﬁglf Y%pr}tr\;ffxphfgg‘éﬁlgp@ﬁ[‘eo apgsg%ﬁsgt'réﬂg‘?rﬂéchg%ﬁd oqLHrgnched Co.

salkyl, e.bSmagiyerethyn pm’pganisdprsmjl\oertﬂ.ltw)r Thexphimes "tiisstiedéd or unsubstntuted
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such as MiubfiteTedHi@ime, bebrime haHds LmldfnfaxItud’Enprd]lheEt‘lelhjdV\fetnrmlamt‘@emg 1-4 carbon

atoms, og,}?g,gggggach_e;ﬁglkgﬁggbf ATRLhyl P %glolyiofignﬁa?ngesul f ol ane,
Preferred g qunt PEToHPUIR Fors SFrBROTER RARILR 185 ' ¢

propanal , i sopropanol or butanol, isobutanol,
sec- ptit anol and terf-butanol. Exan'pl es of a C -
xyde#& i vatives thereof ares2-ethoxyethanol and
1- methoxy>2- pipana FRanpleg _of C2-4-polyols are
gl ycol and gl yce Exanp af C3-6- kgfones are (Ia)
acetone and neth 3 2. Exanpl
CA.6-et.hers are d Rt hoxyettane, (Cii,i, 80 ropyqe‘thyl and
t et rahydrof urane. An éxanple of a C2-3- nioR;l e is
acetonitrile. Mire preferably, the solvent is water or
a mxture of water and an organic solvent. Preferably,
the organic solvent is selected fromthe group
R,, R;, RGORSaretn 8@ fdefined abbdeannd s, C2- 4- pol yol s,
C3- 6- ket ones, di net hyl formani de and di net hyI acet am de,
Rs is hydiggsnebglogen, Ci-alkel SProbikowner tauctopsinybl s may be
substituted with d -4-al koxy. Preferably, the ratio of
FuRh@T dr@regan icompolngerdf farfnulah@a)rdra these vm‘eremR@ is chhgtine, e.g., 2-

a2 S 80 OISR b SR e rar B TSI g o corespondin

phosphatddarative, phvetheric adld eicﬁfoabhminot-mp‘r (Gaimﬂbtypoanyjhd)-lie
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2-chlorosiany Bty pod pTeis Rer aanl bl peipagenaiaad opedehlig bare thethe pfocedures

. Vin and derivatives thereof, polyolefins
descrubeg%%gﬁ%@%ﬁ)gd or epoxi di zed products thereof,
al dehyde pol ynmers, epoxi de polymers, polyam des,
Preferre¢hopypaursisof qumuwi areromnounds pforeul Adad pol ymers and
natural polymers and derivatives thereof. The

(Cc binder can also be a m xture of polyneric
It also can be a mixture of Iiquid nononers

3 ¥tia rRstahat forms one of the
above™Ti 'c bi under irradiati on
after coating. is cds he m)no f uncti of@as
the solvent. Acr pol yrre rs s med from

at | east one acryliCznmononer or from dtsa | east one
wherein @Cryli ¢ mononer and at | east one other ethylenically’
unsat urated pol yner such as a styrene nononer, Vinyl
nmononer, ol efin nononer or mal ei ¢ nononer. Exanpl es of
acrylic nmononers are (nmeth)acrylic acid or salts
thereof, (nmeth)acrylamde, (nmeth)acrylonitrile, G
-6-al kyl (nmeth)acrylates such as ethyl (neth)acryl ate,
butyl (nmeth)acrylate or hexyl (neth)acrylate,
2- et hyl hexyl (rret h) acr yl at e, subst ituted

. s

wherein




of vinyl nononers are vinyl alcohol, vinyl chloride,
vi nyl i dene chl oride, vinyl isobutyl ether and vinyl
wacevarss21 Exanpl es of ol efin nononers are et hyP@neP2006/066150
propyl ene, butadi ene and i soprene and chlorinated or
fluorinated derivatives thegeof such as
tetrafl uroethyl ene. Exanples of naleic nononers are
Y is ("8} €i &ncAici d, mal ei ¢ anhydride and mal ei m de. Exanpl es
of acrylic polymers are pol y(nethyl nethacrylate) and
Roa, @l Bt Rt vhd ne blecasy defiaed pboves wel | as car boxyl at ed
acrylic copolyners as sold for exanple by G ba under

Preferred BSmbB@’%n@”ﬁﬁmQab@I(’aF )arégtiﬁ%%%ﬁér}emLﬁ}% CH%@IQE 3@ yLZSQrf‘nno-4 [4-(3-

rene acrylic copolynmers as sold for exanple
be”ZWOXMlFPftP@V“'l'WeZ"P%/'aU@HaMs2 meﬁydwar@hgboiher )COTL%”QWQ phosphoric  acid

mono-2- é?n#ﬁaw {)4 Qb%ﬁsﬁbifphe%po%)é%lo?@ddé%}lg ﬁlmé?thﬁsutglj BOY RARino-4-[4-(3-

as sol f or €exa ba under t radename
benzyloxwf@@wbm)@-a%lempbewvllé iti‘Y'bStaWén‘é BB‘F 9%ﬁ@rr%$p@nélag_\,n’e@ﬁ@honc acid
mono-2-4RhBRY4f( B%ﬂloiﬁﬁéﬁyltﬁﬁ? 253N SEHRNID IR Wi fesdér. | east
one Vi ny nononer , i n nmononer  and/ or mal ei ¢
COmpoumm @fr%rmﬁa%.arrpérfas noéresr«ydvﬁﬂ And Odr¥ mﬁécﬂos%rdeeﬁt wa ewe)os/ozgzos e}
di ene st%/%ene O yne ene et hyl ene
03/0291%@%%@9? K ER?P?%P%’ thet mﬁeorékaﬁﬂ @f@ab\feéptgﬂ'@n@sclosed e.g.

in WOO@@WZ@‘?eth@ é?ﬁkerft’é)by %Tcﬁ By ﬁEUﬂp@Fb@edTﬁb:%irpb@'ﬂﬁ¥@nbé’%thelr entirety.
cop ol yners. yners are yners formed from at

Compoundsiomias aﬂq JIESARMAST S 28 A AL ig{frences.
nononer and at | east one ol efin nonomer or nmleic

Phospho%ﬁgﬁggrlv@%ﬁﬂ| @ERGHNYS nyfprna.gqa WT@(% a@c&pb@ﬂ[%@qlqﬁmono -2-amino-2-[4-

(3- benzyﬁﬂhﬂfe‘n?lﬁx|o)p@EMMﬂoBMér§JI]§@P%ropﬁ Bubnylasetpd epre ared utilizing the
artiall V|ny acetate and net

procedurb i |V KR PN e oH SR H BRORIRGIepHiteg & ExTIOLR006(021503 (see,
e.g., pag@§r1|1Va'Hd| VaSs @ﬂl%ﬁﬂ%ﬁéctﬁé %oﬁ?b@rﬁh&yofr@l@bfuhﬂdorﬁﬂhé/ X’I? BMd phosphorylated

al cohol , acetopacety i ed polyvinyl al coho
derivativgg étleé?‘?fnén rP@G?OPIQéoOfpfSFWWPnQ@) gan: d8oPreRaed in high’ purity utilizing the

procedur&ldésgmcb finedinfe@didy ien¥l., 8)medxd vdPol Y ploefasnsiead §2003). As an
ners forned from at | east one olefln nmonomer or

examp'ef%ﬁ?tg@ Y 85l omPoNNeof Atrugwahiarmala (e RiasPhgliforig mono-2-amino-
2-[4-(3- b&@mkﬁ‘ie@fthlﬂpi )tﬂlbftfph@ﬁﬁ]e&fyﬁprl@@ﬂrl}’@&thwc%rrhebe prepared as described in

tne scneligiebli =8 it GoetoAe Ry dBiepUy Ao 0D BTG mors

formed fromat | east one al dehyde nonomer or pol ymer
and at | east one al cohol nononer or polymer, am ne
nmononer or polymer and/or urea nononer or pol yner.
Exanpl es of al dehyde nononers are formal dehyde,
furfural and butyral. Exanpl es of al cohol nononers are
phenol, cresol, resorcinol and xylenol. An exanple of
pol yal cohol is polyvinyl alcohol. Exanples of am ne
nmononers are aniline and nel am ne. Exanpl es of urea
nononers are urea, thiurea and di cyandi am de. An
exanpl e of an al dehyde polyner is polyvinyl butyral
formed from butyral and pol yvi nyl al cohol . Epoxi de

pol yners are polynmers forned from at | east one epoxide
nononer and at | east one al cohol nononer and/or am ne
nmononer. Exanpl es of epoxi de nononers are

epi chl orhydri ne and gl ycidol. Exanples of al coho
nmononers are phenol, cresol, resorcinol, xylenol,

bi sphenol A and gl ycol. An exanpl e of epoxide pol ymer

i s phenoxy resin, which is forned from epichlorihydrin
and bi sphenol A. Polyam des are polyners formed from
at | east one nononer having an am de group or an am no
as well as a carboxy group or fromat |east one
nononer having two ami no groups and at | east one
nonomer having two carboxy groups. An exanple of a
nmononer having an am de group i s caprolactam An
exanple of a diam ne is 1, 6-di am nohexane. Exanpl es of
di carboxylic acids are adipic acid, terephthalic acid,
|sophthaI|c aC|d and 1 4 naphthalenedlcarboxyllc aC|d
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exanpl e of a nononmer having a | actone group is
carprol actone. Exanpl es of dicarboxylic acids are
wo evoepbsshal i ¢ acid, isophthalic acid and PCT/EP2006/066150
1, 4- napht hal enedi carboxylic acid. An exanple of a
pol yester is polyethyl ene tgrephthal ate. So-called
al kyd resins are also regarded to bel ong to pol yester
pol ymers. Pol yur et hane are pol ymer ormed from at

| east one diisocyaqg%go g and dt Least cone pglyol
gonQNEY.__and#éor pol yam ne nongr . a 0

di cy t e _nononey)$-NHrébehfyRARERY | ene THT so . G
t oliene i sl ate and di phenyl net hane onN o

di i scocyanatier EXanpliestonddinsethflaridased pol rs arg&o
pol yaryl sul f one, pol yethersul fone, polyphen fon

and pol ysul fone. Polysulfone is a polyner fo d fr

4, 4-di chl or odi phenyl sul fone and bi sphenol A. Exanpl es
of natural polynmers are starch, cellul ose, gelatine,
caesin and natural rubber. Exanples of derivatives are
oxi di sed starch, starch-vinyl acetate graft

copol ynmers, hydroxyethyl cellul ose, hydroxypropyl

&ell ukosg,_drethyl celdyuw@se, ethyl cEngLgse, o
@o hyl cellul ose“and acetyl ce O3F

potymer ", bi Nge are Known in the art and 0

o met @odypzae g.f) iyo,pol yneri sati on
starti fromstit abl e nononers. Preferably, theo__pz0
pol y bi nder is gelected fromthe group c ¢ styixng © 0
of acrylic ners, sgyxwene pol yners, vinyl pol rfer, //k:
and derivatives thgkég{d pol yol ef i ns, polyurethané§<i’
and natural polynmers®an§, derivatives thereof. Mre
preferably, the polynmeric binder is selected fromthe
group consisting of acrylic polyners, styrene
but adi.ene copol rs, styrene-nmaleic agnhydride "

2) 1 cuBR\ G G BOTHUN FUR Ayl CHINARTER BRI (M Spta{agetoniie or

DMFRaitdri (abpandayarsalupiieg +Hop yyiuinalbnta NICH € M imavdiyd (R, oyérnight).

et her-mal ei ¢ anhydri de copol yners, carboxy-nodified

b) 1 equivalelvofiydp &) ¢ Ghejuivakeet Datebyhzopeticfide dnd dl6yaguivialents pyridine in

i acet one-nodi fied pol yvinyl al cohol and

I ol , di
Ckbé; C8H@W§@ﬂfied pol yvi nyl al cohol ,

o1 1 caukGBR B P E B R MIP e P SRR ErsOnc0
in tolaémy @B2@, Tyduraicet at e graft copol yners, hydroxyet hyl
cel lul ose, nethyl cellul ose, ethyl cellul ose,
d) 1 equivaiehpofystet Eydnded 159émbeientsK 2@t (pbwdel) inuMe@B/ THDEN1) (RT, 4
hourgreferably, t he polyneric binder is polyvinyl alcoho
r an acrylic polymer as sold for exanple by C ba

un he traden ] [ (r) o] )
e)1eq u&alggé%fltsﬁ% 5)|_Ef%!ﬁg@@gé&?%o)ﬁ(%cﬁ?ﬁh&d&qﬁ fc!ri\je%% oQO.@j(I'UI in CH,CN)
and Teqgiecaérfts Yi-ButP0iettyphospiroeamidié in gy MR Te Sriwiuesh i ng of
70 wei ght parts 55/45 (ww) styrene/ 2-ethyl hexyl
f} 5 equiealents &-@. (30H0| djneetly, intolthe hedctior tribdure clistephes (0°C, 1 hour).
corepol yner, and 30 wei ght parts of styrene/acrylic
Isolation@heGe4QRA INYRBFe is\WOERthel Wit o8NP fostiffte 35 IMatdA0h WERIT) and
Preferably the_ conposition of the present invention
extracte Wi elyh#ataied3 ¥ char formi ng conpound. A char form ng
conpound is a conpound which forns char upon energy
treatment. Cenerally, a char form ng conpound is of
hi gh carbon and oxygen content. Exanples of char
form ng conpounds are carbohydrates such as
nonosacchari des, di saccharides and pol ysacchari des,
and derivatives thereof wherein the carbonyl group has
been reduced to a hydroxyl group, so-called sugar
al cohol s. Exanpl es of nonosacchari des are gl ucose,
mannose, gal actose, arabi nose, fructose, ribose,
erythrose and xyl ose. Exanpl es of disaccharides are
mal t ose, cell obi ose, | actose and saccharose. Exanples
of pol ysaccharides are cellul ose, starch, gum arabic,
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conmponents. The additional conponents that may be

included in the coating conposition can be any
wa@oeovpozssat suitable for inproving the perfor naPCEERP{006/066150

t he composition. The additional conmponent can be a

conponent that can absorb tée incident energy and

transfer this energy to the systemthermally or

erw se such as UV absorber or IR absorber. Exanples

E:%b;’ r types of .additional conponents are pignments,
basSe 51 17 antioxi dants, rheology nodifiers,
wet ti ng ~agent S ¢ =8, snoke suppressants and
taggants. Taggants g i ous substafft¥sa@®ded to a

product to indicaj@ ng‘source‘ﬁf‘ﬁﬁgﬂzﬁgqﬁﬁ}?———*‘
Preferably, \{ 4ﬁpat®ngﬁb nposi ti on €' hot" contain a

dye or col oun\ for mer. An |gxanpl e of a UV absorber is

2- hydr oxy- 4- benZophenone. | R absorbers can be
organi c or inorgawic. Exanples of organic IR absorbers
are al kyl ated tri phenyl phosphorothi onates, for
exanpl e as sold under the tr name Ci ba(r)

rgaI e(r) 11 or Carbon o o esaml eclas sol d
b @ rcﬁde names G ba(r) Mcrr)ack 2B or
] A D) Bl ack C E2. Exanples of | ‘ c
es hydr oxi des, sulfldes 4L\
sul fates andOph ates of netals such as ceopp
bi smut |ﬂ’n oni ckel, tin, zinc, se0\2|ﬁeon
and ant |n;ﬁE§;ng antlnony(V) OXId
and t|n(I doped m ca, Pignents caﬁ“bg:added as
i norgani c absorbers, for enhanced contrast® between

uni maged and i maged areas or as a security feature.

Exanpl es of pignents which function as inqrganic IR

absor bers ar e b gsr&9|CI ed kaolin, maga, alum num

oxi de, aluntqgéﬁ% dr'afs &l umi numsilic tes, talc,

anor phous silica and coIIO|daI silicon di X|de

Exanpl ¢s of pignments which can be added fgr enhanced

contrast between um maged and i naged area are titan

di oxi de, cal ci um carbonate, barium sulfate,

pol ystyrene resin, ureafornal dehyde resin, hollow

pl astic pignment. Exanples of pi nts which can be

added as a security feature arqfiﬁdgrescent pi gnent s
nagnetlc plgnents Bases can to

0] b ' the conposition. Suitape [ 8~oH

al kal K_ahd |.kad4 ne nmetal hydroxides, or am née,

of formul a NRLR2R3[*nmherein RlL, R2 and R3 are aso

defi ned above. npl es of al kali hydrOX|de§Oaﬂe

sodi um hydr®d-gle and pot assi um hydr oxi de. Exa@ﬁ(ﬁe

rheol ogy nodifigys are xanthan gum nethylcellulose

hydr oxypropyl nethyl cellul ose, or acrylic polyners

such as sold under the tradenanes C ba(r) Rheovis(r)

112 O ba(r) RheOV|s(r) 132 and G ba r RheOV|s r)
-{(R) am|n0-4

Pho
[4-(3- en;ayccr)(ég nry su 5% &glz cr('n)lorbal t Olngbgg tml Of(ma Igulfé'an¥l) -2-chloro-
pheE% ?rf}‘fdé‘g‘y PYRYBIRRY are Act | cPB"é‘(yP)z S"V“Wﬂy Sptyllester
includes a m xture of chloronethyl isothiazolinone and
The compeurieig|of ferotukdedl and H@neg B‘rmihedtd(’«f(& béngyloxphhertylthio)-2-

crerepnb AT SO05 e Rl L B S SLEEA SBer2

ethylbutanacl-eldes be meparent s désctiped didorin ieb- 2548 00 TAhnBapasation of such

I
compourr bR & ntich ool ARBT e be BREbE B2 e dckgures
descrlbe@g@npm elind¢rdmgatek ¢2@p pruess and Hn@ieraimmﬂajni'etra Lett Vol. 43, No. 45,
oct anol ybdate. The coatings fornmed by the coating
conpositions of the present invention can be coated
wth a lamnate |ayer or overprint varnish. If the
material of the |am nate |ayer or the overprint
varnish is selected so that it does not absorb at the
mavelength of the |nag|ng Iaser then t he | aser




preferably, 1 to 30% nost preferably 5 to 25% by
wei ght of the [atent activator based on the wei ght of
wo b@7essal conposition. The conposition of theP@I/EBENG/066150
i nvention can conprise 10 to 95% preferably 10 to
90% and nore preferably 107to 80% by wei ght of the
sol vent based on the weight of the total conposition.
pp. 80957087 ¢mﬁ§2()s i:]p't:cntly@k:tn!dt@tqspﬁae ierivativesn b mnnmmds ofgtfichfal formulae

1to f b
1o 1 BB SRR ot P B PSR BB
methylbypgd]l e}amrand dtnbnm}&:rrlc eriatomn2-ahrinosei[48- b@fzytoliﬂ)ﬁe@w&ho -2-

chloroph%%yﬁ%sml:b}.l&g e-é— e? Sgrggg (?)?é&:aléqdnpﬁﬂh;ph@tf I |b(-ﬁc{;||n tercP ing et al.

(2003), sppeferably 1 to 30% and nost preferably 1 to 20% by
wei ght of the char form ng conpound based on the
The compeirgistof édrmiulee Itanitidl rrmyrqmsln_tf'rmrﬁa& feanpeas kingtratd. BxB@ples of

0,
pharmacglgtlczﬁgy) /acclﬁgf,/g) epsaitf; g‘fg{]ﬁ 1 h&sﬁgﬁ}@%&’pr&@%ﬁaﬁngp Ie”r_lg&ljé/ sa(ats with
inorganicaabiist sadrads Iuwirrq:xmtteldbsxanbat@&rd)bmﬂnuttﬂ&a%@Wghbrgﬁnidétﬁdst, ebaed as
osition,. The, conposi Lon f t.he present invention
acetate, ffYBRRHLPE] cip s MR OB b assftona 5t he 1 at ent
activator, 10 to 95%b é?vva ght of the solvent, 1 to
When thgg%tgwr‘%ioé frmefaet! pad phayaene ©r pioel agymmetrio cgm%sb'p the molecule,
h aat I%ft Ak JdOJ A r
s confLBB4 o SRS EDA T A ATORN B ol Tl B oo
racemat%ep@ﬁter@ﬂsmsaat m'Xt@f@mﬂﬁef@fl on. Preferably, the
onposition of the present invention can consist of 1
In accorctaacetm}@ e Rastigiar fippings ef thgtrserenhitvetionotherelis PrevidEsvs by
wei ght of the solvent, 1 to 70% by wei ght of the
11 A rmmhtydtmr 'trGaﬂi]'igmiEautmﬁtrﬁme%)%dsy stetéb’@htfrcﬂ‘f tt’féffgifo%d'lainastlng of
t .of addit

e A0SR 792 '
pe”pherac!Sﬁ’brgﬁeﬂ? '&‘T‘tr Ba%‘é‘b" 'GRNE %’/‘é?f sigfand jpeitig)ing subject in need of
such treatraemowhich mﬁethadacmnmtsets eﬁﬁintléﬁendd‘te tﬁ@ﬁméétfah@ffeﬁt_fvetdhﬁbunt of a

resent tion can c st of 30% wei ght of
compourie T S Gl AP acagRaly BoRPPLERTREraT. { ne

solvent, 1 to 60% by wei ght of the polyneric binder, 1
1.2 Arﬁéthé’@%méaw rﬂbﬁ.pl@fscfeh%scth%r bﬁcﬁn%a&%@ﬁfﬂﬁea@rﬂg towhﬁ}h

di tional onents

method qompﬂﬁ@t gﬂtfﬂm@termﬁéo thﬁ %ttblqsbn@égeqttvg amonpsef qowmmmopformula [
wherein éattﬁ o@%ﬁg'ﬁs'l@n #h cbhﬁogﬁ@é%quIQYIWérém G afd I-FB 1 Slky), or a

of 5 to 25% by wei ght latent activato "o
pharmacsletwtxsy agegRiIe salt thﬁée0§o| vent 1 to 50% by we. ght of

the polyneric binder, 1 to 20% by wei ght of the char
1.3 A nfiehed imgaunwmmgroddalagtn@ ptagréﬁ%ntty tNhBis)gﬁ]itomﬁ ofd dlbtriyen-@ltmg
disease, I ero 8@ Cf%r d H&et O S0 it (Jof h

sgnpaép | SerB3p o BUP PR & FYOdomFe i 7 SYPird | "é”iﬁ efeigh treatment,
which me‘tluxrd q:]mem&es ngmtrﬂmemymolse sutgert ah etffbetlvp.-ra‘?ﬁcﬁmt of M¥GAPOIA of

omia 105l BAGFSRE, SIS R LR Rl RN . et

or a pharacicelutinatlly ammablé halt thetemifit acti vator can al so be
formed in situ by mxing the acid and the am ne.

1.4 A REe@bETGIoNing R ﬂ?B&%?ﬁaﬁ%Gg@EFﬁlﬁﬁﬂgﬁ%gﬁ(ﬁg\#é %@trate of clinical

activator, a solvent
relapses 5y & piehieqs Wjth establighesoaativle @ptptqssethh xnetgocacaranrisas administering to

the subjeaﬁéd YdAle aﬁtoﬁﬂldf%@om;ﬁuﬁgbymhlﬁ | UhBASY 80 0, C‘J?l% Rsis Mora

form ng oun e invention Is
COmPOU“§lPrB£QF%'t9e|' glgateé‘deltt H Ot’lﬁ?ewﬂdttqrragot@omp@ﬁsttwltyna@teptab@ salt
thereof. Present invention. The substrate can be a sheet or any
ot her three dinensional object, it can be transparent
or opaque and it can have an even or uneven surface.
An exanpl e of a substrate having an uneven surface is
a filled paper bag, such as a paper bag of cenent. The
substrate can be made from paper, cardboard, netal
wood, textiles, glass, ceram cs and/or polyners The
substrate can aIso be a pharnaceutical tablet or
foodstuff Exanples of polyners are polyethylene

N I T e



can be advisable to include an IR absorber or a
pi gnent that acts as an IR absorber into the coating
wa@eowpo2esei on. The thickness of the coating usuetT/EP2006/066150
chosen is in the range of 0.1 to 1000 mm Preferably,
it isinthe range of 1 to-%00 nm More preferably, it
isinthe range of 1 to 200 nm Mbost preferably, it is
15 A mlthbhmrrram@ﬁebeﬂaomnmmdieres&&pectheqfrogdeesmm efBatitral

nervous ssya n}ié\%geﬂn\%m?rb acﬂ'ﬁ)ﬂﬁ‘ci gé ﬁﬂngp %rd %3? bﬁ al erﬂﬂu%e sclerosis, which

method cﬁaﬂhﬁtéﬁé@nkﬂsﬁdﬂn@hgtf@ﬁm 1) efgemfvetahﬁ)gpf @‘S:aﬁd:dmpound of formula |
. inye The, substrate ca e coated wth the
wherein QRS A ik HEha SBTREURT O UGHE NGt B9 Gt g & Craalky. or

pharmacsttkaiandcaatie sgt tiepdaf.cat i on as such as a bar coater

application, rotation application, spray application,

I ;
16 A rﬁé&ﬁ:%cgf hﬂgtfg?%r'no%' Lmr% dé’s@o%ﬂ{j :dg@ ,é'gﬁt'g b{}erﬁpé’b £&doRB attack of
muttiple sgigsps$ie dn a@nbjetrthe nee%@seqﬁ wlmclm aethadsempsiseppdmisistaring to the
subject awe?feémsérﬁtﬁfn? opé( cgrﬁgbﬂ‘%sof%mé mhé@@%@ﬁ of B¢ Qn@ﬁis %' IJ-I gr a
reen print vure printing, fset printing
compourfdl céi@rrpﬁa H\whngem Rfa is hleor £11laalkyl sqren m@rrmapeﬁlca*tmecceptable salt
thereof. COMPOsi tion can also be applied in the size press or
at the wet-end of the paper nachi ne. The coating

ition can be dried, for exa le at. a
17 A gl s reptaRRta Pt miaisublest ERY trrmel o 4high gacd comprises
admlnlstérd'@&b kiye Slppsetan bﬁe@welﬁdlﬂﬁéﬁa ESM pRINI VR fdraiues IaNhereln_each of R,
posure to the ene part of the invention

and Rs 'Saf" BF B CRIBROYRS} O SPEH4R ﬁﬁ@eaelwﬁwéa* Yfpysplkd & a R!Pﬁrmce”t'ca”y
acceptabled§al theesf.t he steps of i) coating a substrate with the
conposition of the present invention, and ii) exposing
: C t
Optic nel}irﬁgﬁﬁ%%é ﬁl:s?%%r%gﬁrgrags%%ﬁ%teg &\B@ref l?él’? I’ISW&I |C§I J@Jf#ﬁl{@ gnultlple
sclerosisThe energy can be heat or any ot her energy, whi ch
yi el ds a marking when applied to the substrate coated

21 A dMﬂpBuﬁJ@f ﬂéﬂ‘l‘mﬁff ok il @ﬂa‘bﬁaﬁ'ﬁ&egf&ﬁfgccéﬁl‘éﬁlgtslaﬁﬁhereof for use in a
vi si bl e or

| es of such energy are UV

memOd%ﬁﬁgﬁﬁﬁPé 1 P%&i ati on. The energy can be applied to

the coated substrate in any suitable way, for exanple

S
22 A qitouid B BmARFUnEfRPYacttiri ha 35 (3 ity oPRiute
wherein Bz i3/H oy iCeisdlkd, @ra prRrinasatticaliyx asqeiptableosalt| tReteat éorsusarimany one of
S rs and | R sem coductor | asers.

the methg@?&%ﬁgf@to 1\?1 4\%@% s IR irradiation. Mire

preferably, the energy is IR irradiation having a

31 A ﬁh@#ﬁé@@ﬁéé] chbmpbéifor! RAESe Pfa MSfhol Aicdordifg @, 1NdBovEV&Inprising a
erab t he ene%%mhls IR irradijati

compourﬁjeq{éergi rt@j]qrggéeut ageeriatte p@g@,ereol(()/bgn[gether with one or

more phmfceutaabhwacdebebwruemsIo$cbaﬂersrthaséif@.ti on generated by
a CO2 laser having a wavel ength of 10" 600 nm

Typically the exact power of the IR laser and the |ine
3.2 A phpeegtdutcal sbepnsitidfobyse insargmpkiof el methadslacteodegmta b2 to 1.7
above, c§? gﬁéi'rﬁg{/é %br%gmﬁoo?fqﬁ ?kﬁP%%@ré@%T B 88{‘) Re@g%bg'c;ﬁ%‘éﬂnd of
formula ItivhenetneiR7a if Hton &+ hfalsé,rorlaemafmsce@itteslynmcepmlqm}tehereef together

: ' 4 | Lypically
with °”e%ﬁ4 Of%bﬁéf@%Béﬁ#?y a%éf) tz?"anocillﬂgml‘:'zﬁi’gg"ﬂe@tg '%g et & i nvention
is the marked substrate, which is obtalned by above
4.1 US@E)Q§ eS@poJmﬁof&@@wumgoﬁlomﬁhémeﬁemfcatmec@é;ﬂaﬁ@%alt thereof in the

ntlo has e advant age t hat IS, suitable for
p'”epa'”af'e'aa d&é‘m 45¢ Ha? a&ﬁﬁréiﬁl%oﬂag%ovﬁonpom tions
yi el d dark markings of high contrast on exposure to
energy. In addition, the markings are of high
durability and goodlightfastness and in case of
aqueous-based conpositions only include non-hazardous
conmpounds and thus are suitable for food and drug
appllcatlons In case sen1-transparent coatlngs are

o L, Y Y e a1 o o o o Y



Butyl acetate (250 g) is charged to a reactor and
heated to reflux (125 C). terf-Butyl perbenzoate (7.8
w@oore2sdded to the reactor. A nononer feed coOPCI/EPI00€066150
of styrene ( 162.5 g) and glacial acrylic acid (87.5
g) is prepared. An initiatog.feed consisting of
terf-butyl -perbenzoate (23.4 g) is prepared. The
42 uSéren@a@mpéL&fwalferrr&wwaﬂ}héreuntdaeh o€ RG bAd Ryist MioRa @oh@bﬂﬁd of formula I

wherein 1135 6 Co lkyhets 3 aenneenidoaeacisnipbla s (et dies gipration of
medicam@hiforl e insar@Ing of e Bethudd B&ording\@UT.23¢ 1 ¥2bole. A
m xture of 20% by wei ght aqueous amoni a (100 g) and

The term‘é"i%gf%tivfs%ﬁ%ugg'{éf%bsft@da%gacré é{tﬁﬁa ﬁlﬂsél.ﬂg ¢ l{)n?}éa | g Lwpich, when
administerad tq the patienrtr israffieativedd treat amautpisrotmy disgrbet ﬂe:hbm ryultlple
sclerosis %&@?E%&F%r&@ﬁréﬁgﬁe\(ﬁﬂ% %tr&ﬁtﬁ}‘g féi%lap%c‘?er?&f ﬁl%@t% %%hrg sddlsease)
and uveitis. S@/éh respeci0o Geatmesnt af an ehigintuye dlae@eethe imchedeis seneduction of
ormptom PRy bl o RRAR, By WD S8C erent o
the autoipmups/dBBagew w) st yrene/ acrylic acid, amoniumsalt is
adjusted to 25% by wei ght solid content and pH 9. 0.
Utility of theecopmmsings aidpightiacaty@ad lisn gerting the distasasy disarlerscondonditions as
hereinab8¢d ecﬁ%ﬂ%hﬁ’ﬁé F8bn&tPREY rﬁ%"m%ﬁ@& ngg @tﬁdas"\@%%s |(1yirgg)for

I's charged react or, eat e C and degass
example |f @Womatnpwéh twezamemdﬁhﬁmr@ﬁer dervobedi hhgevesth Widelyeused. agimal

f [

model fog%ultlﬁleaéé%?%rl]sd rezeilg?r‘i}ﬂh Fﬁtal aﬁﬁargml@ aet?lfééﬁ}‘%écﬂiﬂyegﬂél ; , based on

shared hﬁ?%mlca}kﬁnq ﬁmqa{aégture%‘gm herisiman d@ea@ﬁ anmoni um
persulfate ( 1 .5 g) and water (15.0 g) is prepared.

Methods The mpnoner feed is added to the reactor within 3

. hours and the jnitiator feed is added to the reactor -
Animal mpdelsh, The mqoghasm@ogglrﬁﬁ@patplﬁxger@pemtﬁleaLﬁ@@&qngrencephalomyelltls
(EAE) an@f‘tKé Hﬁr%nic?relbsﬂﬁg ffrmBite Coflididr8@ tdPRd Mgﬁlﬁdﬁétah%l eraEE for multiple
feeds are conpleted, the contents is

SC'ewS'Sf @"‘ﬁ@ﬁ be ingupeddr sespeptinie poMAlLRY ﬁgmeledmee'qncpf M%st or MBP
emulsified ifBSmpelel Frbaieed édﬂ:r@nt ﬁxt@ﬂw‘éodagg of HRtEH NA Rebr hé!arsé ;ﬁ‘&k@garalytlc

and non-chl ori nat ed hyl i sot hi azol ones, g
disease appeats, 'nﬁﬁeceabelaurﬁéaramegshems Bistanet, aboy oﬂ)days post-

sensntlza@;rﬁsﬂﬂé dymptéragts ra@r@%b@r%tﬁfn thé fdﬂ@@vﬁh@tT cﬂlﬂ”st &t%éﬂ'@r spemes the

styrene/ 2- et hyl hexyl acryl ate Copol'yne
attack is P&H‘P&'V iehal. Asthetrbranis i@lapsing isease medals rw@.L@ﬁerggampéo three

relapses @cﬁi’oﬁzﬁmg(t% %uté%eﬁ@@ﬁ&ﬂr fihkSe Afdes QFHTﬂH‘daWT?rérﬂ'vTery mild to severe
ch functions as the shell polyne

and are @SSBIGP)W'@“;%OC!)QQ‘i’qys@gEBthesét?Hteati’%d as an emul s| on
aving a solid content of about 46% (ww), a pH of 8.5
1. Ac“teﬁﬂf Hogekcosity at 25 C (Brookfield 20 rpm of 700 nPa

X s. Exanple 1B Preparation of an acrylic binder To a
Female Lewi§ iissared@myinzgel by inttasutaneeys iniestingiin dbg higdipawe with 0.1 mL of a

mixture cﬁ@ﬂﬂ@é‘@@fsprrﬂil Eérﬂ%ﬁ dompﬁéte FFe@xﬁB%ra%}u%ﬁt [fo&bﬁB?Rﬂ] f:??f guinea

wat er and oncr
pio spinahepre + 5 Bt GERONAGI 05 Bebb st asis (oo + 7 mL. CFA (Difco

H37 RA)MPlveaeh fHts PEr gHBlp Sfe/lisRB&naGbirati€ sﬁﬁﬂ@h‘bér@é judgb@ daily on a scale of
cont ent ﬁdlvver e heated to 85 C and degassed

0-3. Thefumksgehdigased @nimalseewell as Hhsriine pf et ef tha dissrepisreeprded.
Test comlwumg brgg al:%?ﬁp%uﬁld &t HFrRNS | \M fire. é%oﬁ]pgué’a A/t it)éhh?dﬁwm 3-

initiator feed was prepar
be”ZY'oxmf?@bs'W?)r?gCHO@Ph@nvgﬁ%'?éshﬁ"eﬁ@'ﬁe? §nﬂ*qla@eﬂpwr@§/ 1Ry 2vasmine-4-[4-(3-
benzylox YRR yitH®-2-e@6lophe - AletHy RITRMe 2L bIF Sn@OGmgSQrﬁﬁéeﬁh -2-amino-4-[4-

ersul fate was added to the reactor.
(3-benzyig YR IRt O TP A 1 4P AOBY HEEAS Ak ram days 0-13
started appropriate to a 3 and 4 hour feed
respectively. The reactor contents were maintained at
85 C throughout the feeds. After conpletion of the
feeds, the reactor contents were held for a further 1
hour at 85 C before be| ng cool ed dovvn to beI ow 40 C at
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i maged using a CO2 IR | aser (wavel ength: 10' 600nm
power: 0.5 to 4 W dianeter of |aser beam 0.35 nmm
wo 2ove/ozgseed 300 to 1000 nm's) to yield a bl ackPeBERIN€066150
Exanpl e 3 Anmoni um chl oride (3.0 g) and
D-(+)-saccharose (3.0 g) ane-dissolved in water (8.5
g). Cba(r) dascol(r) LS26 (9.5 g), prepared as
days by oda}@@f/édlﬁdT Hdlstmnfﬂlsﬁgnlﬂcahse bétaver tidstdd and uhtreated groups is
on stirred for 3 hours. The
analyzed f 2P §A p3 i RN BT Ervelipits el B o issOBat: ng
comparis 6. |ﬁmh@at§ﬁde@bé1 oﬂmdlgctlféatrﬁéhm%foln’gl?fyhebd?m ((plam&hof the tail and
an nma S a aser (wavel engt
both hind %ﬁséﬁéﬁq‘lﬂydﬁﬁﬁ\@?aﬁgm;é ﬂgﬁys\/\/ di aneter of |aser beam
Clinical mm |ine speed 300 to 1000 mis) to yield a high
inica 9'@6’ﬁ§r ast dark marki ng. Exanpl e 4 Amoni um di hydr ogen
1= 1oss@h@$:ﬂm&ﬁt¢ (3.0 g) and D-(+)-saccharose (3.0 g) are

d Gb ad | LS26
2= wealfngSE O on P b ecs oyl #88  v exarrol o 1. 1S than
3 = seva;cddmiumT atréwwi Q&prah[}d\/ﬂ?lmﬁa@um&?ﬁﬁem sti rred for 2
0 I N or a en
A shown 3 eble T REoNCCoBREWBIA o Rebilo e Bapel ot Bt smafoms

when adroipReg+ed GD@islel@emnldmglaﬂmegW@lc&ayG%lé Rohlalser
(wavel engt h: 10' 600nm pgy\g :.0.5to 4 W dianeter of
| aser beam 0.35 mMm lin [f'ebd 300 to 1000 mis) to

Compdiln@l 0 2 NHER ContfaSNumﬁskofmerKM%hEmmaﬁ > A #Hgbshptoms
vwei ght sglkgtld AL L oni Con day
fgr? sacch %ge (3.

aC|d).|n vvater (10 0 9

Control gol ution. G ba(r) &'acol ($9eEIBY(4. 75 g), which is &
CompourghA aqueoud-‘ermul si or0/0f a carboxyl ated ac®i4ic 9
copol yner gh|ving a ¢ id content of 60% bys wei ght, a 14

pH of 3 to.4 and a yjgscosity at 20 C (Brgpkfield 20 44
Control (4 75 g) and is thet hdded S§Y%&=§§to this orange 10
Compourdol ut i on amd the redifiting pale orange et sion is >14

Compousd©rred for 1 hour.o/The coating fornulatooh is then >14

—app! v.a 1Z mmcoating bar onto plain paper,
Severity ‘8@’@?&@%@&? and pol yethyl ene terephthalate filmto

j t t ' d
As show%/ fggf-leg.l ? m\glgﬁgngﬁcﬁﬂ Tg;‘?%%e% \/@I’?‘gﬁg gM?h ng&}s%d O%IIy at
doses betivesameld. € and fl Omngikgfdalgdrathis o@8 mm | i ne speed 300 to
1000 mi's) to yield a high contrast dark marking.
Figure 1 gbcavgthe deseAreBpondsyefisst gftorpdundifoon plevpotion( of-diaeassm symptoms in

ulfonic acid) in water (10.0 g), anmmoni um
the acute%/?([fﬁ{b%el?z 25 g) and D-(+)-saccharose (2.25 g) are

2. chronfl RERPYAG AR M o 05001 01) TE1S (475 Gy which is a
Chronic- r@l?ag@lﬂy%z\%s ‘ﬁﬂ%lﬁéa 891 gt%ctlgg %g;ﬁgﬁ( rgr%fegglg‘%%@{é Eﬁnal cord |n complete

Freund's gejugéntan the Mndmayvaof\,hms)ats ySigto &0 rats(der go:k.fp| @e _usec()and somatic
symptomg I%'P@ Ju%e@ﬁQ{yrUﬁaa éca? 1"(§3t H’ﬁ@ naglggldofﬁzllé%a\%({s?!d Eﬁn{alig well as the time
ange Sso 1 oNn an he resul € orange emnul st on
of onset mfsthgtdnseawmfrmorqedw olreatmiging witl thej tngt anuhate.g.ra fempdieg of
I d i . .
ormula 300, 5 CENpBAPASTUBOR Ao dGRLEGRLE) B BBt pigesse o
and contipbied dnti day dihs phe etetisticahsigniticamae betwegs dreatsidranpdungieatedRroups is

4 .
analyzed FRicn oA Ui ANEVA adaly g B aeH Bl ) s e
comparis@0® 0lnrihe apsergef diug t@abhar@tkmﬁ?rﬂ% n@thEﬁawil@dTat& Bo%dhyical
relapses H@Hirg{‘l“he?@t%b'o%ps ﬂllo@ﬂbY&ﬁuﬁm um styrene-sul f oni c
aci I n wat er , ammoni um sul fate (2.25 g) and
gl ucose (2.25 g) are dlssolved in water (4.75 g) to
forman orange solution. G ba(r) dascol (r) LE15 (4.75
g), which is a an aqueous enul sion of a carboxyl at ed
acrylic copolymer having a solid content of 60% by
ME|ght a pH of 3 to 4 and a VISCOSIty at 20 C
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to 1000 nm's) to yield a black marking. Exanple 8
Amonium sul fate (2.25 g), a 30% by wei ght sol ution of
w@edoy02ssammoni um st yrene-sul fonic acid) in watBCT/ERDOE066150
g), and D-(+)-gal actose (2.25 g) are dissolved in
water (4.75 g) to form an -ortange sol ution. C ba(r)
d ascol (r) LS26 (4.75 g), prepared as described in
Clinical g&dﬂﬂpl e 1, is then added slowy to this orange

_ n.and the resulting viscous pal e orange
1= }05309 #Isflb'gﬁ't%as stirred for 1 hour. The coating

2= weakmsmﬂfame@nboﬂa Hirelag 51 p Imildcitdya a 1|2drrm coating bar
3 = sevdfl Refla 3 BB R EAEPREr Bh e o b ey o oo 1R
As showh%ﬁ‘gye \éifec! I ;g:gs%g %argven %clggcaﬁrﬁ\feqseﬁgthéag@ r&%%refié)rally at a doses

of 0.3mglkpddaynmitis)) chironiy rethpking BARckodeh Figung 2 shaasiiessf@ct of Compound A on
ﬁpgfo : .0 an D- (+H):Saccharose (3.0 Q)
preventi d;éeslég%ﬁwél%?nﬁs 'qu % q%‘is"{gc%%émc)deg ascol (r) 44
c us e
It is expe%gesdgtagt)sm!\%} rrggéhr% gsoggar ﬁ%} \thh 68%?{)/%@:/& HV%Vl ng a Hzor éompounds B
and C. content of 42% by wei ght, and a viscosity at 25 C
(Brookfield 20 rpm of 200 nPa x s, is then added
3. Chroni¢ &WEyModelt hi s sol ution and the resulting white
~enulsion is stirred for 1 hour. The coating
Inductiorf ofr kA gt DA natiisinthest apqdsicaideclyy oré@zemetalat 9959 J Meeuroimmunol.;

02199208 s AR 6920 PERBIS RS 81747 ety s o
immunizéchwigh a(mmt\weet @’r@tt« hat bih @60 Dvlky rapawdsbovn& $piniad cdrd\Womogenate

sueiem§4BIRHED. 2 vy BlrrfSRChsrdanan E o His G e e nomogenized
and thenAnieanl Urmﬂud:o‘naﬂae(ﬁelmd@ acﬁMnEbc(nténgQOh@/hﬁw tEBrélieRis

H37RA( (ial]{ﬁ gh%%gs;u}{ar\mcl\lﬁr'w gtH\ll&%?re @@FW? &ISIgé #g&?@?ﬁ%pﬁtqo&wgemzer

(Klnemaihr?/ Lu%rae [BWwigkriand) oRas 5rcatl’rén injadted asbcij;anabus?)’ﬁaﬁhe dorsal root of
r ookf.i
il wit 4 5188 ipdions” 260 PlnyBenfCiy She Frntementancidpedsg 1S palyated using

numeric sosllelbi mngneSsmé pﬁl’ra(?y@lsf Ornolpahélyﬁis 1T s s P &dill todicity; 2, hlndllmb

weakenl%? B}r gl hmﬁm%&gfaé%psg\g pr \Qnﬁﬂcf;lf éﬁ?’qfnrgqnggr?t%neﬂge 4 hlndllmb and
forelimb senaiiysisr ansmtrmﬂtor doeathi OthicagcraBgrievaiiafd éh £08i Fsis, while body

weight |soaa§ r& e\éllglryqe %r dagegm%gg)eg% ﬁ%nqa[ wge%sﬁegréoré%%e?t@ent animal
groups afld@Qrrang &) such tNat&h@lclm!d’ali gibessendchastard abMpamblel. Mebatment of animals

segins sGEMRRE bl yRBEE B0 Bl Sh 3t Bt 357 B Best™
immuniz@io(n«)otajazems)ogae (3t Borgpowdideordiehisel (i@ thd Eorit@df gloups)is 5

- e sultlng orange solution is then added to a
admm'St%g/ {}I yght sol ution of Poval 203, which is a

s eSSl S Aol I A0 oL srmcven

inhibits chronic. ENElEStamwltygarfatysmdeatdneﬁnatbs sighiticarapgduotion ByclificadPdisease at

r c aper to yield a
each d°m&%§%ﬁé}ﬁgg‘é?§°{?{“ op(r:‘l%%c{ H%r@ tH ‘%Y?E‘bci%gfﬁang a CO IR | aser
Clinical T(.\gpvel ength: 10" 600nm power: 0.5 to 4 W dianeter of

= eser beam 0. 35 mm |ine speed 300 to 1000 mi's) to

_ leld a high contrast dark marking. Exanple 12
Suitable %lf?fﬁ?h?taﬁheg ars &% QPE0: 'ebej)d%ﬁ@sgeleuqn e feadrimises dougetbind studies

in patlentg)wnWtﬁ‘e dicvsrRbiRAcH Behﬁ%l%tlﬁgz&sga&% mgtlﬁé(gc)erﬁlé‘%%ﬁﬂ)ﬁérgl neuritis,
prepar e escripbed I h exa npl ¢
optical ”et%'aﬁ B&W&P%ﬁ@%ﬂﬁé“ﬂ%@aﬁ@nﬁngw t Ehehenesiciehetiady prethese

for 2 hours. The coating fornulation is then applied
by a 12 mm coating bar onto plain, coated and col oured
paper to yield a sem -transparent coating which does
not effect the shade of the col oured paper and inaged
using a CO2 IR | aser (wavel ength: 10" 600nm power: 0.5
to 4 W di arreter of Iaser beam 0.35 - I|ne speed
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prepared as described in exanple 1, is then slowy
added and the resulting white emulsion stirred for 30

12 mm coating bar onto plain and coated paper to yield

a sem -transparent coating1and imaged using a CO2 IR

| aser (wavel engt h: 10' 600nm power: 0.5 to 4 W
autmmmtd"leaﬂﬁa%és Qfanlba&wterbmw difkcHpthgaghl the Ges&p@eﬂthaé)@smaies which are

mi s ont r ast ar k r ki ng.
ko ssi 8 B oeloph Sl 4, Lo QPR ey 2545 SeK W eqmpare e
effects of‘h7m@ﬁc§hdrb;$)1 mhhg conipahes af fbﬁhm\/; orlhas ﬁ@ln@?@;—égémsn@}ﬁ&ombination
ed, up, Wit total weight o g e
of such Ca'??Bﬂﬁ'ﬂdsdﬁ”@ E\Siot Wa(drtjg iL%’ %é‘c‘?and the binder of exanple

For exampl@, E@bewern@wnﬂﬂealmwtemﬁng hﬁllt@rﬂiécﬁerﬁﬂs rewvehhélaat aompound e.g
[ ecti v 49%

a compodfiLRIieriie | fid. FRiPREHAFBRHE PLIRTHA OV EED SRR oLy A R s H
or a comp&Rirdhdf ferfnuld e wadedin RANGH o @YRAIRE Ndr.alifaAh MENTic Sy acceptable salt

thereof, &' A FFPGR B0 SUHE P IT7° GBS TR SORAT Sreent .

mvestlgatéGFWééiRtylby%yéib@lrahaflabcﬁﬂdry@d’amrwleﬁl biseadel statb@ntiltBbfiges in disease
i cul ar auto

progress{if s B14¢°8% £1Rgk P €O MIREIPRORALE T S g B GA Prosical

examinatib@u rmttainfa pzt&fﬁ?@ﬁetélptﬂ tréain@dng rdzlzwutlts &l R6MRS. srlrambftuv @hdyi rgmain on
oun 0 enti on ti er 0SI. S X
weatmenfof S8R0 e el ficaseyAoae oobliobises eha el i Sadtasloufy toterated

Main variBHEh A VHalT Seloaf PoHE B ke S ST AR R Rmery 3
hematoldgif mhdratitiresonahcd ineagdenMRI}. nervous system by

i mmune- conpetent cells. Specific T cell popul ations
Instead ofl patistteditt calgrsity-reetittion niuitpenserssis Ipatisntapeling abiiastiisolated, well-
defined rBBAEC eveh BRI TR V6T ik 200 & e TR eda gRlt e
(unilatera bmmmmhm)pamnat cofd (elte inHosgpiete trakdvierseurgelitislesrebraia sten or

f t hi - [ d t

cerebelff Bfginvsfert BERERTEr pa UL oG R OB & iy oic

examlnatldmc mgllungergba:tnlncal pnearmaramth caocrdmmad ef fairdslail or dr preferaldly a

compounld rﬂ'ﬂﬂ Pa I pv?fiér%ﬂf?ggf I%?O %%{rggél&%gsfggr%ula Il wherein Rz is
Hor C1,4¢1m/emapharmamﬂtlyalpraame@ldbje ﬁ‘ltftbertebi/e and in rmét

cases only offers a delay in disease progression
Daily dosggg@teﬁglr?@h' Cré%}rckn RH?H%@/ cgd}ghé E@égrﬂ%{%ﬂ# gr‘?vcith!\(l%g depending upon,
for examplaethagemppusd whede thaahrcet dgiid mote weadmintstretion amt tmerseverity of the

” bt Sgl ' -
condltloniqﬁgF 6%%%8 tﬁ géfg§%§e%’}ﬂd0%58$|:ang?ll?gt?cgjt g?togl ?‘ta’(?n‘la%oemtgoas a single
dose or it divided|doses. Seitalpe daiyl dcnaege@fqr pstirnds areurtthergss of fromreag. 0.1 to
1

50 mg p. H eér%dsnfpsouﬂﬁtrﬁ%ade é}lgr\l,ﬁvﬁ %Ié%d @g%wﬁ%ﬁ%@@%’ r‘grL#eho ;gal%c%ar enterally,
eg. orallmcm imthedioge bbeblts, lsepadds, drinkhealutonbemeashlly ipalmarfane(by inhalation)

; N
or parent%ll{(,!%?.elﬁ g@#féﬁﬂt&f gw ecﬁbﬁ@é@'ﬁ? oﬁéla fﬁglﬁnsc‘ Léipaglﬁ unit dosage forms
for oral adeinigttatign compuise fogrhice. 0.ateB&mgs cswt@@@ to B@ungaettmeghg;edlent

)R [ 0

e.g. fromgict:)gﬁg?t?ﬁng§ﬁwg %ﬁb%eﬁvgﬁtﬁb%ﬁr @?E\e @%ﬁ%g%@éﬁggfﬁeﬁgblg%ﬁﬁems or
carriers thgrefos¢.n X is O S, SO or SO Rl is hal ogen,

trihal omethyl, OH C1-7al kyl, C1-4al koxy,

Compourdsl Jf'fwmﬂpﬁh}éy b@@@ﬁﬂﬁéﬁere@)ﬂ?'éh??ﬁb{?éﬂﬁ?ﬁa{|r612f¥ /in particular,
y| met hox

met hoxy, ci nnang/ oxy, 3{

enterally, F%%neg%)mg‘y‘n Qj_@mdj' U;Eps@_qs or pqgrptﬁ I”ﬁ% in the form of
injectableGloldtivhk vt suddensiyds, torfidaligad. kY irsthb ey bf, |oth1ﬁrszyé|§ Ndi®tments or

acetyl, nitro or cyano, or phenyl, phenyl Ctal kyl or

phenyl - C 1-4al koxy each phenyl group thereof being

optionally substituted by hal ogen, CF3, Cral kyl or

C-~al koxy; R2 is H, halogen, trihal onmethyl, Cral koxy,

Cl- 7al kyl , phenet hyl or benzyl oxy; R3 H, hal ogen, CF3,

OH C1-7al kyI C"al koxy, benzyl oxy, phenyl or
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nis an integer from1 to 4; or a pharmaceutically

acceptable salt thereof, or a conpound of fornula II
wok@reess2Rla i s hal ogen, tphal onet hyl, Cl-4al kpeT/EP2006/066150

Cral koxy, Cral kylthio, C1.4al kylsulifinyl,

Cral kyl -sul fonyl, araikyl,.sgptionally substituted

phenoxy or aral kyl oxy; R2a is H, hal ogen,

creams, bmnfaaias&&ﬁr@/éupp@é:&ﬂi( K:yin %@bf@ggrlﬁgiéézaqtﬂébompounds of formula |
a

or I are el SIS 31T hork ISEHASA- i) COmPORLERS caggrising such
compour(&iahrk;tée fqmemyrh phm‘ﬁ‘tacéﬂtaﬂally/aé‘débﬁblet sdltﬂ'drnbﬁnis)ébc@f ion with at least

Ci-5 R5 H,
one Pharmﬂg %/ﬁab {ﬂ% (@gréﬁr Eﬁuﬂm@g:%dﬁ Lp}%thﬁa lr|1 gonventlonal manner by
mixing witia b lopbrntddeatiedipyubce otk oviet dhitiluedty dr oxypr opyl ,
phenyl , arai kyl, C2-4al kenyl or -alkynyl; R6a is H or

The comti‘ ndo‘%ldféﬂr]mu%?l Ovebgﬁdnd‘nf%I éf%ed %{ fr%o?ﬁ'oggpﬁgrwg%@é%@
acceptabyhsalifouyes. g obs mdlqateﬂ ahowve a Sptiasatmoeay be piepgredde epivaebtienal

marer i Mo 007} 0 EGURES o [ o

npasses fluorine,

Compour‘?&g Hibfula p&qmn'ag b@%ﬁﬂgrﬁgbl%% as-qﬁg FE)IS fadtive |F\b|%§,eﬂpg|1 n)éonjunct!on

group”™ enconpasses trifluoromet
with, e.g4 p$ enladw@wﬂtthwther dp1gs, &I&ymmwﬂnemmmsesar immunomodulating agents

or other ﬁtpalﬂﬂﬁa%f‘ééms R 1y HSH‘t cff trﬁ%{& etem%ntlcm%@ﬁkmm une disorders.

prop I Sopr opy but penty exyl
For examgple, I’qhq)t:qmpounde nwrm@edsmb@nblnanwlmmmemst .gutpedylated or non-
SE t have
pesyiate R P R B el 2 o AR B o Sufifensons.

1on o
IntramUStf:ula.ro:mqn@ rogths$;@n alleredopapiite égamid suddasn@latiramer, e.g., in the acetate

form: mobé%lér}naﬂgr\%%%%b var &%a'f; €0 E%Hr%&?al”ﬁ%ﬂgr &g nrbaé?%glgwgg {ANTEGREN®)
or alemtuzgmab] an elsq@htyny:l hwmbymmmhemptdvﬁlveépmbqnﬂlmylgpmmy%1 ASM981,

e s, B Ho Bt PESRBbr B oSaPhiailne e
cyclophosteanya seathicphing rgéthokdaitd) etitoxantisrRn R etbrvde: rﬂ&bkwhe

o b o B SRR Bl S oyessive

homologlﬂmma‘pgae; esdérivatie: thbalof; hdwrRino&ippeddgive dsdridcRRadntibbdies, e.g.,

monocto B R e SR W ReB BBy Bor s, cozs

CD28, Ca#k\CD4taCiDig, CH80 o%m?)nr tabmn@and@rothemmmlaifdﬁw;dftaywmpounds
car n,ato . rererr coO or a ar e
9., 2 reg R BN AT PERRuE 15k 50 REBAE nbRon o Be exPactilyBeeran of

CTLA4 ona enutent defrésfed ga boae Jeaaﬂ@bdﬁﬁellwarfmdrdhgﬂ T TLAG P @&futaf thereof

jine to 3 Pt oI ARIE s Sl IV TE: 25 lesorTiod 8T P29, or 2

mutant tHéEedfse ghLBARSY, adbegion midlecule inhibitors, e.g., LFA-1 antagonists, ICAM-1 or -3

antagonlﬁq pro aneaqgg%msg y\'/l%éparr]f OEESLE%%%ﬁp% I’Sﬁgygnyu[@& |¥h|b|tors

e.g., rapaigyciny 40i0-2-hydrosyetiof)irap@nydhn, CCI779 or ABT578; calcineurin inhibitors, e.g.,

3~benzyl oxyphenyl t hi o) - 2-
CVCIOSpomﬁ‘FOrop n%ﬁ?ét-r%é# propyl] ester. The phosphoric acid
nono- 2- am no- 2- [ 4- ( 3- benzyl oxyphenyl t hi o) -

Where capopqyngs @bi@érﬁylp]l @[ Hyaremdopnisteragdn eenjgagtiobavithradper ed
Nk e g A e
adm'nlsteé%qrwanwwuepreﬁ%&rﬁumanmayoduhmpmantvlgﬂwraaratoa cemppund will of
course va'f@@epéhd'ing%?ﬂh@fl‘y;ﬁr & c%%régféhqp%%ﬁ ev\ﬂaﬁgrf itfs! e&ermd ora

npounds formul a
calcmeunewpl'al?qqﬁeon t@egpeuﬁc iy r@@m{m{ed Qrgthe condition being treated and so forth.
benzyl oxyphenyl t hi 0) - 2- chl or ophenyl ] - 2- et hyl but ane- 1-
ol ; the correspondi ng phosphoric acid
nono”- am no”- - p- benzyl oxyphenyl t hi o*- chl or ophenyl - nme
thyl butyl] ester; 2-am no-4-[4-(3-
benzyl oxyphenyl t hi 0) - 2- chl or ophenyl ] - 2- et hyl but ane- 1-0
I; and the correspondlng phosphorlc acid
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Compounds of fornulae |I and Il are known and are
di scl osed e.g. in W0O03/029205, WO 03/029184 and
woaOREB17, respectively, the phosphoryl at edPCT/EP2006/066150

derivatives being disclosed e.g in W04/ 074297, the

contents of which being incarporated herein by

reference intheir entirety. Conpounds of formnulae |
Accordingiyflinliet atyrtHee appepahe thvastiah gotioseed i n above cited

ref erences. Phosphoryl ated derivatives of conpounds of
5. A fosthad aas( Idefined gabov@hospivisinge cacidininistnation: agrhna@oBedrditantly or in

sequenc o8 Marase B e had it SaHt i 4 bt pdia 1 or 1 or
pharmac%yﬂﬁdﬂyésaczemgblphes [Heosof) @yesl c@ﬂﬁ@mdmifford&ﬂ;a:rwb@'dmeeagh of R, and Rs

n WD 2005/,021503 (see, .e.gd., es, 1 nd 12).
s H or aka g ooras db et s BPEL e Fuf flienst @ second drug
substangand gphe splvated stfoed deri vatives thereof, in particular
of formula (la) can be prepared in high purity

6. Afarpla et ulBBR IR % A ¥pnita afa B gbpactly e Sheound o

formula laor lleoranphzemaesutioply aaidpyabam‘saltvteemofmcgr raccobdposihd ot formala | wherein

each of 320 kG o B g cBIPBHARY Py Mo PERFG FspRungl Feryl Infrep o orim

pharmacgliicalig heceptakden sfiefomne prad bplataSaaﬂ emborhxedruig rsubbtanss lesgreas indicated

el ow utilizin he. Hi nterding et al.
avove. TS sV ot et UG S AR TpEaibound 1 and 12
equi val ent s Boc-anhydpde i n di oxane/ acetonit ple or
The ternBVES@d maTist(atiepesrd'sorobingd kdiinisttayipn“+or the?likecas wditexhberein are meant
1)
to enconﬁ%gs_lagisnm é}%&@%ﬁ{h\e(gg&% e%\rﬁergt)%rgba %)21 g]tP Oﬁmcﬂ\,{eaga%peké nd pre
intendedgo e‘qﬂudeareetrnentpgglmnsrm winclICHRGlg2n{sRife not/mqeswg adyjunibtered by
ep al ents
the Samegf:bg'#%ﬁﬂe%%mg{ratf& ?Fhée S%rqﬁeqt&gequi val ents p- TsOH* H20
i n tol uene g95 C13 hours). 1 equivalent of step c)
The termy ipRamARS UieAl coab ALY RS ceRd (‘BW@P?“& %P!‘?@Wtﬂ'ﬂﬁﬁl&lﬁﬂom the

mixing of Eombifing @¥ iidle thah oﬁe%@ﬁUeVrﬂér%HFenpénoslhglgd@Q botR fixed and non-fixed
equi val ents tetrazole Lrecr ystal lized fromtoluene or

combrna@orzg5of|¢)pe ActvprdnoNgdiang 3 @&ﬁjp\,‘@;%@gﬂbmatlon" means that the active
mgredrerﬁé é\@uh)(:bﬁﬁ' SEth’bﬂh@ﬁ'NEﬁ’ﬁcﬁHBr@'é Sodofid dFug substanBe., aré both

S) % equi val ents H2Q2 (30% directly into the
adm'”'St?r@Héi’ AR '?ﬁ'tﬂ’U‘r"@"SPu%!t @ﬁhejormfe S'@'%B'ﬂﬁ‘! of %‘Eﬂaﬁ?r dhe term "non-

fixed corhBlRatioP@fidaf® tHdt WeldcBive fgPlifdid &y W EBmBaHNthe mventron and a
thiosulfate (saturated i n water and extracted wth

second %tl%yrb%wea@r@ hoth agministeipd dap AAtiant 85 separaty) ditieseither
S|multané_<ﬁf§l1ﬂ'|%5?1(ﬂr5/e5rtly( ap@aubetm} whA nBisPeENOBRB ARitS, A5drin such

- 2-am no- 4- sphoric acid
admrnlstfﬂyﬁap{c{v sjheo{ﬁp%lcgrlly effectrve levels of the 2 compounds in the body of the

patient. frﬁe (a¥=b B8RS )é".)@l)@é tBREERAISHEPYYS. ? theCdn9ihitration of 3 or more active
(3- benzyl oxy- phenyl sul f anyl ) - 2- chl or ophenyl ] -

ingredie shydroxynethyl butyl }ester
phenyl ] - 2- hydr oxynet hyl - butyl } ester The conpounds of
formulae Il and Ha, .e.qg.
2-am no-4-[ 4- ( 3- benzyloxyphenylthlo) 2-
chl orophenyl ] - 2- net hyl but ane-1 -ol and
2-am no- 4-[ 4- (3- benzyl oxyphenyl t hi 0) - 2- chl or ophenyl ] -2
- et hyl butape-1-o0l can be prepared as described e.qg.,
in EP 1 548 003 Al Preparation of such conmpounds of
formulae Il and Ma in high optical purity, can be
prepared by the procedures described e.g., in
Hi nterding et al. (2003), supra; and Hi nterding et
al., Tetra Lett, Vol 43, No. 45, pp. 8095-8097 (2002).
Optically active phosphate derivatives of conpounds of
structural fornmulae Il and Ua e.g., phosphoric acid
nono- 2- am no- 4- [ 4- ( 3- benzyl oxyphenyl t hi 0) - 2- chl or ophen
yl]-2- methyl butyl] ester and phosphoric acid
nono- 2- am no- 4- [ 4- ( 3- benzyl oxyphenyl t hi o) - 2-
chlorophenyl] 2 ethylbutyl] ester can be prepared in
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racemat es, diastereoisoners and m xtures thereof. In
accordance with the particular findings of the present
WO paweorsson, there is provided 1. 1 A nethod f OPCT/EP2006/066150

treati ng an autoi nmune di sease sel ected fromthe group
consi sting of peripheral netgitis, optical neuritis,
anyotrophic lateral sclerosis and uveitis in a subject
in need of such treatment, which nmethod conprises
admi ni stering to the subj &Riman effective amount of a
coppound of forrmula | or Il or a pharmaceutically

1. Usgetagseaprendeformiaf eof . 1.2 A nethod for treating
nmul ti pIFg scler osi)g, in aRsaubj ect in need of such
t r eat ment; @ piATOSConpri s 8z admi ni steri ng to the

subj ect an gctive punt  of omg®&und of fornula |
wher ei n each~0f, R and MecHd or g cgrpound of formula

Il wherein R7a s H or Cl-4alkyl, of a
. pharmaceutically acceptable salt thereof. 1.3 A nethod
Where'”?é-‘roalsl €Qi%8S%yg or del ayi ng progression of the

. synptons of a denyelinating disease, e.g. multiple
Riis hal ”eF@é‘|°§1€‘6'FV'v@lﬁ%ﬁ?M’B&ﬂﬁgk%ydﬁﬂléﬂf@meimxapélab?%ic:t in
CyC|0hexWM@W?W‘@IyH&@xﬁgﬁﬁman‘i‘ﬂb)@hnzﬁfﬁ?{tmefh_@?}?rphéﬁéxﬁtmeg}yl, CH-OH,

a(gm nistering to the subject an effective anou
CHz-CH ol viio foraliy aulfinyiHeralkuseiaam!, Benaithianacets, nitso pr cyano, or

phenyl, pPenACEMYPsH hedlI-E OaKBkPeddn pMRRYIQIrouT hBrdop b@fgg:b{)tionally substituted

Cl-4al kyl . or a pharmaceutical |y "acceptabl e
oy halog?’h&Fgo@!-**aik.yhor,@wé'ﬂ‘ﬁﬁﬁ for slow ng the progression of
Reis H, HalygehCihal@meaii, 10, Latkédy, CEANG), RleddiByibRbEnAfoxg! | i cal
rel apées in a subject with éstablished mul'tiple
Rs H, halgged, 651 £H 2Ky nf t438@x b AeprvI@es PRI on Grakprgnetbylt he
each of R K EG! inaBp&HdertY is HeordTRIRue OF f@mERAPUNd of formul a |
wherein each of R4 and R5 is H or a conpound of
formula Il wherein R7a is tbrr Ctalkyl, or a
phar maceutical ly acce Ee@(ﬁalt thereof.1 5 A net hod
for reduci ng the devel opient *of brain |esions or the
progressi on of central érvous s{ggtem denyelination in
- a subject with suspected or established nultiple
wherein eachaf fgjiagd Rahindépandenttyd isdd ap€i_siky! eptivnallystubsiitotpdthy Hatveen; and
nis an inf4RE 66 PRy £ffective amount of a conpound of formula |
wherein each of R4 and R5 is H or a conpound of
or a pharfraiceutically hcosbaibel sultfie@ebs H or Cl-4al kyl, or a
pharmaceutically acceptable salt thereof 1 6 A nethod
or a compaundmfésranidd g or del ayi ng a second denyel i nating
event, e g . a second attack of nultiple sclerosis, in
a subj egt _i eed tﬁ(heref R,Whi ch net hod conpri ses
admi ni st &r ot hé
compound of ein eachNfR,R.and R5 is H or
a compound of _g@t mul a wherein Rda_i g M or Chral kyl,
or a pharnmaceut Rgal | y accept é‘g'ﬁé S t \t hereof 7 A
met hod for treating optic neuritis I*h @R;s,ubj ect in
need thereof, which nethod conprises adm’nistering to
the subject an effective anount of a conpound of
formula | wherein each of R4 and R5 is H or a conpound
i I i i,.s~H -
R s e R, S5S161 8, SR LRSS Gy, st
aralkyly aptignallssyhgiitutas rhehxser arghrgpom associ ated with a hi gh
, risk of clinically definite nultiple sclerosis 2 1 A
Rza is H, hadpgrsu Hihalsmetil e «alky!, En..alfoxpraralkpieaanaiodadyi cal |y
_ acceptable salt thereof, for use in a nmethod according
Rsa is H, h3logem ChpdueahylpCaatiompdemalkythia or banizgloky;wher ei n each
of R4 and R6 is H or a conpound of fornmula Il wherein
R7a is H or Cl-4alkyl, or a pharmaceutically
acceptable salt thereof, for use in any one of the
nmet hods according to 1 2 to 1 7 above 3.1 A
phar maceuti cal conposition for use in a nethod
according to 1.1 above, conprising a conpound of
formula | or Il or a pharmaceutically acceptable salt
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wherein



wi th one or nore pharmaceutically acceptable diluents
or carriers therefor. 4 1 Use of a conpound of fornul a
wo 2@v7/0k4820r a pharmaceuti cal ly accept abl e sal t PeTEP®06/066150
in the preparation of a nmedicanent for use in a nethod
according to 1.1 aboved4 2 Uge of a conpound of fornula
Iwherein each of R4 and R5 is H or a conpound of
Raa is H, TRL&MM1 SpHelny I\/\B?tfdi‘ulaﬂy %tl!uﬁed‘bé?t?/l@‘béﬁidww IdWer%hphatlc C ;sacyl;

phar maceutical |y acceptable salt thereof, in th
Rsa is H, mcmamatﬂeml CDJ‘Mé!kyTBOJ @W(ﬁ'ﬁﬁfneﬂ'm 04§ﬁkytﬂhlam)étr@nﬁy&foxﬁéi@|

hvd thody? % rdl[q(g above. The term
ydroXfr it iRPENH ik ?’o %”Hrmunt of a conpound
R Hof fo nula I or Il mhlch when admi nistered to the
ea!S HGt8IY i's effective to treat an autoi mmune di sease,

Rsais H g'sl“%hé |%r HE%F}J‘%’LF% @f gﬁﬁ%@&ﬁﬂ CJa heral sglegpots: 2 (Lou

§%§§ ase) and uveitis Wth respect to
Xais O, re Pﬁgﬁ? an aut oi mune di sease this includes a

0, f synptons of the disease, and any other
a s an 'F't%ggﬁé{ﬂotr%s&knom in the art which show t he treatnent

ora phan?r‘acteu ca‘rfw%gée saq{ tﬁ?r%é? Wility of the conpounds of

dating the diseases, disorders

e i A S EIAHHAL ol B o ot

[ in accordance with the nethods
2. Us gtgcﬁg %ﬁkhg%scrlied The nost wi dely used ani nal
nodel ) tiple sc Si s isygxperinental
aut oi nmrune itis ( ased on shared
hi st opat ho 2 ni cal a&d?eé with the human
di sease Met hodm, Ani mal” nodél's) Th&Hp@Rophasi ¢ nodel of
acute experi mental aut oi mune encephal onyelitis (EAE)

wheremf{‘”sdotges hr@e c relapsing formare considered to be
nstructlve ani mal nDdeIs for nultlple scl erosi s EAE

b, A QT ARG R Ao A
cyclohexpimstintPxy, m;dulmﬂnoxmlmatmnéome@mlﬁy!mhf@ommhemoxymethyl CH2-CH,
CHz-CHzr@HO@Mt%Iﬁ(g iGML Sk @ulﬂh}ft('} aﬂb@@ﬁﬁ% BQ%@H@ échtyI nitro or cyano, or

susce e rat S ral ns
phenyl, pasayj% -@lkyl gr Riwsl %ggkgéhgaqhu m@nvlmﬁommt@e@pﬁpelompimally substituted

by halog&flc,r €CRUGT oM L BikBxy: he fol | owing 7 days, but in other
ynaled es tﬁg atta L f% usual ly lethal In the chronic

Rois H, hagqgﬁpstrlhgomlﬁﬁwh% eyl 612yl pheniriny or berezytoxyt hr ee
PSES I t e
" 1AL AP S SR O Pl

each Of%@éﬁﬁe@dwqrﬁ*ﬁﬁﬂﬂ@ 00 days after the acute bout 1.
ans rats are immuni zed by

orapharmﬂcggt&%lf%ﬂ%cgagbﬂ%?a&%?rgﬂ 'in the hind-paws with 0.1 nL

Xhune, of gui nea pi g spinal cord and conplete
oracomggun% %nf muaa uvant [Difco H37 RA] (3 5 g guinea pig

spinal cord + 3.5 nL 0 9%NaCl + 105 ng M tubercul osis

[Difco Az Difco H37 RA). Five-ten
rats per gr l somati Gygynptons are

j udged dai | 0-3 The jnurf&s, of di seased
animal s as we g€H t he di Hlease is
recorded. Test céhpounds, e g a corfheu ﬂ of formula I
or I'l, e g [Conpound A 2-amino-2-[4-(3"7

~ benzyl oxyphenyl th io)-2-ch|oropheny|]ethy|-propéne-l
wherein 3.4 jol, Conpound B (R)-2-am i no-4-[4-(3-

benzyl oxyphe
pyl t hi o) - 2- chl or ophenyl ] - 2- net hyl but ane- 1- ol , and
Conpound C (R)-2-amino-4-[4- (3-benzyl oxyphenylth
I 0) - 2-chl or ophenyl ] - 2- et hyl but ane-1-0l) are
adm ni stered daily from days 0-13days by oral gavage.
The statistical significance between treated and
untreated groups ts analyzed on each day using ANOVA
anaIyS|s of varlance follomed by Dunn E nultlple

o o s o o g,



Conmpound Dose Nunber of Animals with EAE/total First
synptons ng/ kg p.o. Day 12 Mean score in Day 14 on day
wa@osness2Control - 5/ 5 severity = 2.8 9 ConpPCTEPA06/066150
0010/ 53/ 49030/ 51/ 51410/ 501/ 5>
14 Control - 5/ 5 severity17/3 10 Conpound B1 0/ 50

/ 5> 14 Conpound C1 0/ 50/ 5 > 14 Severity =

Ria is haligeni td?élorg_lewleﬁ.ﬁhllajlﬁtsMslkﬁm drﬁhnghtglﬂ, et1_;.la|kw3mmqmd | ,lrm_4£|t+<yl-sulfony|,
revent.s S ons n adm ni stere ora a
aralk dé’?égn%létsﬁé%ﬁ&ﬁfﬁ%ﬁ‘yfﬁ &"éﬁ;ay in this nodel Fiygur e
. . ffect Co d A
Resis H, haRIENrSlEmBRS ¢l SRR Ealkie STt AeTaion: EAE. model

- I c~Re { ng, EAE_Model .. Chroni c-rel apsi ng EAE
Raais H‘%gloﬁé’ucédcbiléugﬁﬁiéd%r%' gwai}yhh!gi%ﬁe%yf%i nea pig

o SR S, OO B BB Y el
o1 RO IO S NG b By Sl

hydrpkypeonyl, pbasyt arakylt Be,alkepglase-aikgnylecor ded. Tr eat nent
~ with the test conpound, e.g. a conpound of fornula I
Rsa is H @rCilsblkyle. g. Conpound A as defined supra, is started on
day 16 (after first di sease bout) and continued until
Rzais H @fdyn«8lkel, The statistical significance between treated
_ and untreated groups is analyzed on each day using
Xais O, ANKVAr &Ralansi s of variance fol lowed by Dunn's nultiple
) conparisons. In the absence of drug treatnent 80-100%
Ny is an igfeget 1tedsi tized rats show clinical rel apses during
the first 40 daYs foll owi ng i muni zati on. d i ni cal
or a phargiaggetically acqeptablepsalttheneot onicity 2 = weakness of one
or both hind legs, or mld ataxia 3 = severe ataxia or
for treatingyngitiplgi sglesesissnpani ed by urinary incontinence As shown
in Figure 2, Conmpound A prevents clinical rel apses
3. Usqats commoyndefderenilatl al Iy at a doses of 0 3ng/kg/ day in
the chronic relapsing EAE nodel Figure 2 shows the

ef f ect of~Eompeund~&"o%\pr event ™ of disease synpt ons
in the chrio rel af ng EAE CH.PR. i s expectled
that sim | ar-Tesul t s™6bt at@ed, W tgyGxpound A woul d be

observed for Cohpounds B and C. 3. Chr'oni ¢ EAE Mbdel
.l ondycy i of. AEAin DA rat is induced as described by
Where'“’ﬁ&@n%i@ﬁ"éﬁoat, 1995, J. Neuroi mmu pol., 63{2)
. 193-205 and Adel mann et al!, 1995, J Neuroi mmunol ,
Rqis ha'%@f‘ﬂ'gi'?m?gwhgﬁ'é;ay?”‘l"a@?ag‘toéy'itﬂfJHﬁ’ﬁP’E%tBOW- PREROX xt ur e
cyclohexinePilox@tpylt pinetrargl quah@‘loxzﬂgap}gg%ylrﬁk;qmw, Bﬁénfdwr(ﬁquthyl, CH.-OH,
P i e

te. | ted wt
N LR G U
phenyl, pheyIC hamkyarnpdeny-cl_skély eRAPheh e chf'l.@L{ﬁé’t’e& @Q&#Mﬁ@nally substituted
7RACCFA) The

co ining 4 / M t uber cul osi s
by haloQ@e@&?’t@ﬁ?&Wi%{{%ﬁ%‘L?@" t hen honmpgeni zed using a Pol ytron
R, is H, hE6g40) Qritiaargieni z:exau(dﬁy,rtemmyapaherlem@fm@enz?gw;é erl alnd)
at e dorsa

ts e n injected subcutaneously
Rs H, “3{358?' o PH??«%'%){H é-@'ﬁﬂ’&l- benzyjaxy: RheRYIT Graalkeymethyl;
each of Raahd Genhddpandéeiyriesitl t ant chroni c di sease is eval uat ed
usi ng nuneric scale of progressive paralysis. 0, no
or a phargigeeutizaliysacceptaplessaltdiiereefi | tonicity; 2, hindlinb
weakening or ataxia, 3, hindlinb paralysis with or
or a compgund@fifor@eladhry i ncontinence, 4 , hindlinb and
forelinb paralysis; 5, noribund or death Cinica
scores are evaluated on a daily basis, while body
wei ght is determ ned every other day At the peak of
clinical disease, prior to treatnent, animal




groups are rearranged such that the clinical disease

scores are conparable Treatnent of aninmals begins at
wo b@7pesaki cl i ni cal di sease on the 12t h day andPCT/EP2006/066150
continues daily the 33rd day posti mruni zation (total
22 days) The test conpound 18r- vehicle (for the control
groups) is admnistered orally daily In this assay,
Conpoung A adm ni st?(ered oRgl ly at a dose of 0.3, 0 1
or OOBr’f‘g 2y i nhibits chronic EAE
Statisticall al ysi § pnst r at esl\“!ﬁqg@g ficant
reduction i ¢ni cal ; ﬁ @ 0$® of ﬁorrpound
A conpared to tiRyt of the veF Cinical Trial
Suitable clinical studies are, e g ,”opR - | abel ,
dose-escal ati on or random zed, double-blind studies in
patients with the aforenenti oned denyelinating
di seases, nultiple sclerosis, peripheral neuritis,

o e PR TSR, LR oA, e utomn

aralkydioptarsdy sulbditutéd phirtoxy ot artkyldixy.ect | y t hrough t he
results of these studies which are known as such to a
Raa is H, pelogem tdlkdlomhettyli G+ tattyl, &hualBoxyharalkybivreasalikdgxyal so be
suitable to conpare the effects of a nonotherapy using
R:a is H, belepenrfifs, 6f.salkyt fikalkoxyor-alkyikio & PER&YIdXMgr edi ent and
a conbi nati on of such conmpounds with a second dr ug
R4z is H, g@kﬂ@gnwopptmgm@stity@dﬁmngg,w bengayh or lower aliphatic C 1.sacyl;
rel apsing-remtt mul tiple sclerosis receive the test
Rsa is H, mmgeiﬁmetfwl §1aalggr1%gaw@xsomefrwr frrkalky-tijpmethyl, hvdroxyethyl
0 f rlg"g!, I wherein each of R
hydre*ﬁ%ﬁkﬂh}éﬂﬁo@ggplcg da"g{?él cgf fofryr{ul all wherein R7a is
Rea |sHJ>'||@1[4a@l al kyl, or a phar maceutical ly acceptable salt
hereo at adaily dosage of 0 5 to 50 ny p o. The
R, is H &€0e&a/RY clinical state of the patient is investigated
week| 'y by physical and | aboratory exanination Di sease
X, is O, gtg@%r@@j £&fanges i n di sease progression are assessed
every 2 nmonths by radiol ogi cal exam nation (M) and
n. is an iRRYSH 6 toeam nation Initially patients receive
treatment for 2 to 6 nonths Thereafter, they remain on
or a phafni@RUAEINY atedptaifie bangeawft heir di sease does not
progress and the drug is satisfactorily tolerated Main
for allevitig erldeesidgairogreadiombi ba sapeims ¢f adieenyetnatingrdissase.
standard serum bi ochem stry and hematol ogy, magnetic
4. Useesarampeunddifornguld MR ) | nstead of patients with
rel apsi ng-rem ttrrg mul tipl e sclerosis, patients having

wherein

a firstRj A -o weltgefi ned n&lleol ogi c event

consi st ent ti on a eHgaR i nvol vingl t he
optic nerve |Iate al=" 0P spi na! cord
(e g inconpl et th ransverse mfe"l | t| o? brain stem or

cerebel l um (brai n-stem or cerebellar syndrone)

wherein Eaaf, B8O ars@pht hal nol ogi ¢ or neur ol ogi ¢ exam nati on,
may undergo clinical treatment with a conpound of

R, is halbgermritealdmethyl] OH, Br.eilkyt, &bLalkexycuifiponameétioky frhemoka |

. I
cysene BB B B R ol Ao BB Sv-on
CH,-CHaCtle £t sl yithisaCt..atkylsuliof!, Oaialkylsdierat éenrwilio, peetyli nitro or cyano, or
i CJ h
phemy, HeAgic iR of WierfEC koR) eaciprgiipln INBAEl ok dionally subsiutes
by halogeheCFp €k calkyther Gogikogy, admi ni stration and the severity
e t ve fer Ly
Ris H, @Jlo%e'?m trﬁm%lb%ettﬂmﬂrb 81k?§yf é}%ﬁ,cljprftég&‘i]glooﬁ %ﬁ%&g&iﬁ, gl e
Ra H, haicagﬁm @Fautthmmaﬂkequlea(ySvmzwbkxe phanyl pr Goslitpxgmethyl;
patients are on the order of frome g 0 1to 50 ng po
The conpound may be adm ni stered by any conventi onal
route, in particular enterally, e g orally, e g in the
formof tablets, capsules, drink solutions, nasally,
pul nonary (by inhalation) or parenterally, e.g in the
form of 1nject abI e sol ut| ons or suspen3| ons Sw tabl e



one pharmaceuti cal acceptable carrier or diluent may
be manufactured in conventional manner by m xing with
wa@2phaessaceut i cal |y acceptable carrier or dil urot/EPIN€066150

conmpounds of fornmula | or Il nay be adm nistered in

free formor in pharmaceutitslly acceptable salt form

e.g., as indicated above. Such salts nay be prepared
each of RyancidRy enepencEntiyartier and exhi bit the same order of

activity as the free conpounds. Conpounds of fornula I
or a phagpaqepitically apeerizine pRILterasd as the sol e active

ingredient or in conjunction with, e.g., as an
Oracomaaprm/@frfprmldalot her drugs, e.g., i mTunosuppr essi ve or

i mmunonodul at| ng agent s or_other anti-inflammatory

, jt.at he af ore-nenti oned

exanpl e t.glg conpounds may
K

i i | nterfe Re g.,
=T ] ) -mtenferons
or g-interferons,z=e.g., adm ni st2 eESab subcut aneous,

pegyl ated or

i ntranuscul ar or oral routes; an alter&R.peptide

ligand, such as G atiranmer, e.g., in the acetaté form
wherein nonocl onal anti bodies to various T-cell surface

markers, e.g. natalizumab (ANTEGREN(r)) or

Ria is haltdgent tizsiomibthyR T, g8ky0, F@/&bikoh,a‘@d;@lk\iltﬂm! UZQ.&M{MIHU&WI \G3_salkyl-sulfonyl,
-281 ASMP81 etc.; a steroid,

aralk;@f%ﬁgrﬁ%@%@p%ﬁggﬂpggn é’rafﬁ”gﬁoﬁ‘?"son_e, or dﬁxamst hasone;
Reais H el rtﬁﬁ?i% Be0 ol o wZ?r%%gﬁa%r%F Yk%or  bi ne:
Ros Is H, %R%B %g%er’éaq@ nég%&%pﬁ Mhigsggfﬁ%@%yve honol ogue,
Rsis H EtnaJaIQ)?on aﬁ% g?ﬁdo ﬁ\flsdb%tlfu?&{ t?e%& | dr 031? c{v‘fee%%g?réagc 1.sacyl;

) noc

Rsais H @%ﬂ%&%tﬁ%@&?@ lk%&g%%l%&@gm&%’hg )hethy!

hydﬂomgmﬁm phenylearalkytrGaeatietyl eit-etlyngdonpounds, e.g., a
reconbi nant bi ndi ng nol ecul e having at | east a portion
Rsa is H gf Ctaalkylext racel | ul ar domai n of CTLA4 or a nutant
thereof, e.g., an at |least extracellular portion of
Rrais HerGmalkgh a nut ant thereof joined to a non- CTLA4
. rotein sequence, e.g., CTLA4lg, e.g., designated ATCC
Xais O, 58%99”3@:2 adnut ant thereof, e.g., LEA29Y; adhesion
nol ecul e inhibitors, e.g., LFA-1 antagonists, |CAM1
N2 is an igtegenofahiofjoni sts, VCAM 4 ant agoni sts or VLA-4
ant agoni sts; cat hepS| n S inhibitors; mMIOR inhibitors,
ora pha@n@:euthag{pgﬁ?ﬁgtqple 3gtieel.nydr oxyet hyl)-r aparry(:| n,
CCl 779 or ABT578; cal cineurin inhibitors,
for slowipg, iheqepgiessionof priyricarlisallity arrequongrtheyipierat c&raeaiwﬁreﬁ@s in a
subject vitth dstdbiohed AhuBpleMclepds®s adm ni stered in conjunction
wi th ot her i munosuppressive/i nmunonodul atory or
5. Usaf b cbmpbamdretfesmyuia her apy, dosages of the co
adm ni stered i rmunosuppr essant, i munonodul atory or
anti-i Mtkanm X fad vvlllet course vary

dependi ng e typ co- drezéxemlowed e.g.,

whet her it ~gxa ste o neurlnlnhlbltor on

the specific dRug en‘pl oyed( dh t h&"eBRdi ti on bei ng

treated and so forthAccordingly, in yet a further
wherein A3pecs, SOhe Sowention provides: 5 . A nethod as

defi ned above conprising co-adm nistration, e.g.

R: is ha|@%mamiatoararrhw O, d:nas@q@emmxthﬂ@orbmgmnﬁ%?ﬁ@kw Iy
(S ctive non-toxic anoun ormu
cyclonexGirieifly "ot ERm T STty S oS IPARR o8 Fhep RS, CHeoH.

e.g. a conpound of forrmula | wherein each of R4 and R5
is Hor a conmpound of forrmula Ii wherein R7a is H or
Cl-4al kyl, and at |east a second drug substance, e.g.
as indicated above 6 . A pharnaceutical conbination, e
g . akit, conprising a) a first agent which is a
conpound of formula | or Il or a pharnaceutlcally

T T N R T Y o o N 1 o I
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m xi ng or conbining of nore than one active ingredient
and i ncludes both fixed and non-fixed conbi nati ons of

wo b@7azeseve i ngredi ents. The term "fixed conmbi PEL/EP006/066150
nmeans that the active ingredients, e.g., a conpound of
the invention and a secondsgr.ug substance, are both
adm nistered to a patient sinultaneously in the form

CH,-CH, QjH a:&bmﬂlrﬁ’o ent, hlkMs@anQﬁQQlﬁylstbﬂylt Bérﬁﬁyltlﬁlanédexﬁdmtro or cyano, or
mbi nati on” means that the active ingredients,

phenyl, p ge%%@w“bor@epﬂglmﬁl{;gm q:qgﬁ PhagY! grglg)c ﬁraaoapcﬂag optlon%IIy substituted

by halog&HBF, 20 CaIkyRdres Rakeyadm ni stered to a patient as
separate entities either simultaneousl g concurrently
¢

Ris H, hé‘log%ofUB?i?mSW&rC\M%"f?*ﬁocsﬁﬁ‘é’l phenathyler Pravioxy: wher ei n
Rs H, haﬁ:lg.';'éh @FL"UH $:I r,akyloam@rk@y  BRAZING! gwtaml JAkoRfrh&sjIi ve

| ével s of oun in the body of the patient.
each OfRFI?@dIRatWQ‘PP%d%“ya‘B ' es to cocktail therapy, e.g., the

f re active ingredients. d ains
oraphar@%ﬂﬁc% géén%%b%dsa?ﬁtﬁ regPmJI al Rwherein Xis O S, SO

hal ogen, tphal onethyl, OH Cl-7alkyl, C
oracom%; no%%f,f%lﬂluor onet hoxy, phenoxy,

cycl ohexyl met hyi ox pypdﬁl met hoxy, ci nnanyl oxy,

napht hy Fre enoxyehyl , CH2- OH, CH2- CH2- OH,
Cral kyl t hi o, lal ky nyl , C’\ashﬂmyl sul fonyl ,
benzyl t hi o, [, n QI cyano, or’ * Faenyl | phenyl C

1- 4al kyl or phéhyl - C*al kOxy d&dh ny{ group llhereof

bei ng optional | y*substituted by hal%ge CF3,

C,.4al kyl or Cl-4alkoxy, R2 is H, hal ogé‘h ,

trihal onet hyl, Ctral koxy, Cl-7al kyl, phenethyl or
wherein benzyl oxy, R3 H, hal ogen, CF3 OHLG - 7al kyl

Cl- 4al koxy, benzyl oxy, phenyl or C _4al kox

met hyl ;
Ria is halpgem tohalenathy, ﬁ54alﬁvh&ép@h@@nt3mlkv§hiﬂ GrAa&v?@éEﬁwﬁ&malkvl-sulfonvh

aralkyf %H&Haﬁy %é'astlm&!f Fhého‘i?%har%fky@ and R9, independently,
'S or” Cl-4al kyl opti onal substituted by hal ogen,

Rza is H, ﬂﬁfég@n 'tﬁhéi&nétﬂ?leG?lallfyf Qﬂ]ﬁlké)@ 4ralkyPér #alkyloxy;
phar maceutical [y acceptable salt thereof, or a
R, is H, GRBREN TE,0E, faMdyMd, qaikdxyb e, JugItRib dr Bén;!y&)xP‘a' ogen,
tri hal omet hyI Cral kyl , Cl™al kOXy, Cil-4alkylth io,
Raa is H, €L Al lpHen | optfonanwéubsmte@aielﬁwmﬁubuﬁzwy lor lowed biligHatic C 1.sacyl;
optional ly substituted phenoxy or aral kyl oxy, R2a is
Rsa is H, Hzonbﬁbl@@m@thyl 0, LAyl e biRgky- ml@ﬂﬂl WL%?nghk@}ﬁ?/ Eyﬁxba}gﬂw
or ara al oge 4al ky
v o, P PR e e e
R H 1%4a(‘7kyl phenyl, optionally substituted benzyl or
ea 1S H gl 48 or lower aliphatic Ci-sacyl; Rsa is H,
R H omst hyl , Cral kyl, Cral koxy- net hyI :
7a 18 H QA 1r4ﬁ§ : t hi onet hyIC,2 ledrkoxylet hyl | ridr olxyergpy! s
ara al kenyl or -al kynyl; ais or
Xais O, %h&{% a is H Cl-4alkyl or a residue of fornula
fined above, Xis O S, SOor SO2; and na is
s is an 'ét%b?ra%éggrd of 1 to 4; or a pharmaceutically acceptable

ora pha%c%u{l&% Sgée'tptzjb% sél“ﬂ?}eo?at ment of per | pher al

, amyotrophic |ateral
V.
for reduc é ;ag%/%o erlr{ %'b';dg? Ieg%ns op@% gégr sé"i éé:ag’algrfnervcms@ﬂa@m
demyellr(atlorhml DDy IW|th GHispecCledrer| detdb)isiet- mdtlpdg)sylerosm
trifluoromethoxy, phenoxy, cycl ohexyl nethyl oxy,
6.  Uspypf aggmpegttosffornsilmhany| oxy, napht hyl net hoxy,
phenoxynet hyl , CH2-COH, CH2-CH2-OH, G al kyl t hi o,
Cl. 4al kyl sul fonyl, benzylthio, acetyl, nitro or cyano,
or phenyl, phenyl C*al kyl or phenyl-C 1. 4al koxy each
phenyl group thereof being optionally substituted by
hal ogen, CF3, Cral kyl or Cl1-4ai koxy;



R2 is H hal ogen, trihalonethyl, Ctal koxy, Cil-7alkyl,

phenet hyl or benzyl oxy; R3 H, hal ogen, CF3, OH,
w@2@bkyds21 Cl- 4al koxy, benzyl oxy, phenyl or PCT/EP2006/066150

d™al koxynmet hyl ; each of R4 and R5, independently is H;

or a pharmaceutically acceptiable salt thereof, or a

conpound of formula Il whereinRla is hal ogen,

trihal gyret hyi, C],( 4al kKyR, aral kyl;, optionally

substi t Ut et ar al kyl o i) is H, hallogen

tri hal onet Cl- 4al koxy; aral kyl or

aral kyl oxy; "Rsg is H al ogehn),, CFB8H, @, 4al kyl ,

G - 4al koxy, C afkylthio or benzyfoxy; Ris H d

_ k optionally substituted benzyl or
wherein ’éé?nb %1 $Og %Hémer al i phatic C 1 Sacyl; Rsa is H,

R;is hal%oegﬂ}% %mﬁtt%é?lﬂ%1 7ah\¥ly !:&a% ﬁty%gﬁ%@%% rpgsg}?xy
cyclohexﬂh%ﬂWloxyam&idlﬂWethcﬁa damdoayigy, oaphtlaylrtngﬁnyoky pREéaoxysethyh rCH2-OH,

C.al ky!: Rrfa Ls S R
o G g e Sy o, e
phenyl, pﬂn@ﬁﬂm ain{yEo:S;ﬂieInyt-meJaB(oﬁy eécmpttelnelegromrgtmmdf bping optlonally substituted

%o§ § of a conmpound of forrmula I wherein X
by ha'ogF‘% U B Ce@O™ i s hal ogen, trihal onethyl, OH,

R,is H, Halogéal #inhlomataf, KD&alkoXyr Ch faliont, qime hetbyyor bphayieyy

cl ohexy, hyl] oxy, ridyl 0 L NDRa .

Ro . RN Hor oy sy kg T oo P e ety
each of KlardiaR K Hdepémdentf &yl sul fi nyl, Cral kyl sul f onyl ,

benzyl thi o, acetyl, nitro or cyano, or phenyl,
Oraphaﬂh@wt‘@lalak%m%ﬂ'e pHEMgreol. 4al koxy each phenyl group

t her eof bei n%] optionally substituted by hal ogen, CF3
or a comppuahpidprmya Tlcl - 4al koxy; R2 is H hal ogen,

tri hal onet hyI Cl™al kOXy, Cl 7al kyl , phenet hyl or

benzyl 0x, h Q 3 OH, Cral kyl, Cl7al kOXy,
benzyl oxy, Koxynet hyl ygach of R4 and
R5, independe j IS a pharmaceutiRal | y

accept abl e sahe” N E-T(e 20! of formila |l 6a
wherein Rla is ogen, trihal one h?!sa, Cl- 4ai kyl ,
Cl- 4al koxy, C1 4alkylthio, CralkylsulifQTyl,
Cl- 4al kyl -sul fonyl, aral kyl, optionally subst i tuted
whereinphenoxy or aral kyl oxy; R2a is H, hal ogen,
trihal omethyl, aral kyl or aral kyl oxy; R3a is H,
R.. is hdi@jengiihalo@edy!, @ adlkyl] C,.Bikodn| G axligylth®, Calakplsuifinyl 08 4alkyl-suifonyl,

aralk K §¥P?T§*’%&F‘§§\$9fﬂhgh&b°i%'£%§*|’°’IVofhfg%'er P phati ¢
Raais H (9@2 %Xtrlﬁgﬁﬁ#&ﬁ” %QPQ;? Wi‘m@yﬂw g'lﬁdégilyoxget hyl ,
Rza is H%%q%)ﬁyﬁﬁ ?ytgl )ﬁ n)é‘ka)§ r@' 51 thlocbéadelﬁ%/%ﬂy ?(21 i 2' lé)ymél ;
Rua iS Hqg,;gf;l%lséget: ﬁ%ﬂfl%llk%@ﬁlt & yI Qf ehzb, tﬂ’lowé’r"allﬁhatlcc 1sacyl;

I'cal'ly acceptable sa ereof
Rs, is H %Bﬁaﬂ ﬂ)ltrﬁ |°é14‘3ﬁ<>/ﬁ)z‘:'1 MK&X%tﬁﬁSG 04%|k91ftthto*ﬁ?‘eti§br rﬁ%ﬂﬂ?etﬁfﬂ
a denyel | |ng sease Fa conpourid

hydfayyprabd, phee eealyl Xea.akenyl g ~dgrgk s,
Rea is H or Cialkyl;
R7, is H or Cyalkyl,
Xq.is O, 8, SO or 30,; and

n. is an integer of 1 to 4,



Ri is halogen, trihalonethyl, OH C al ky!, Cl™al kOXy,
trifluoronethoxy, phenoxy, cyclohexyl nethyl oxy,
w@yooragdseet hoxy, ci nnanyl oxy, napht hyl net hoxy, PCT/EP2006/066150

phenoxynet hyl , CH2- CH, CH2-CH2- OH, Cl1-4al kylt hi o,

Cral kyl sul finyl, Cl1-4al kyl-2gl-fonyl, benzylthio,

acetyl, nitro or cyano, or phenyl, phenyl Cl-4al kyl or
or a pharhiiBticafl dockpldbaiiansieopheny| oroup t her eof bei ng

optionally substituted by hal ogen, CF3, d .4al kyl or
for preveRiind'@ dePagitig Reedomd dentyaliregag evénti hal onet hyl ,

Cl- 4al koxy, Cl-7al kyl, phenethyl or benzyloxy; R3 H
7.  Usé ot ®g6mpoeidSef f&inhullL- 7a|ky| Cl~al kOXy, benzyl oxy,

phenyl or C%alkoxynethyh each of R4 and R5,

i ndeperd Q*phar malBut i cal | y accept abl e
salt there ra g ound of muba Il wherein Rla
i s hal ogen, halo R4 C - 4al koxy,

| o,
C1- 4al kyl t hi o, Reral kyl sul | [ ﬁy % 4afl kyl - sul f onyl ,
aral kyl, optionally substituted phenoxy or aral kyl oxy;
wherein X230 S, %D dn@dggen, trihal onethyl, Ctal kyl, G J(
al koxy, aral kyl or aral kyl oxy, R3a is H, hal ogen, CF3,
R, is haléglerd alnaldmetiGh aD iR 0 y-alkgl] C4adfoxl t thfl@oromethony. ydhergxy, R43

oy AT L PR B AR S5, oo
CHZ-CHZFI@HQOaJadeImhy(B% saRYlsdifihn)yC, alRylabikanyl beetyithio, acetyl, nitro or cyano, or

phenyl, pg]erg}{]! allérhlgro P elnyWéZa A(%?)(( eﬁr@%bl’ gapi@ﬁm%fé’o‘? Bgfaﬂﬁ!ogtiwag}! substituted

by halog€i. - Glh’ﬂgl, @yialkyRé'raCuslkbb(pr Cl- 4a| kyI, Xais O S, SO or

. SOP: a ' : .
R . enc Pl 5 aeRo80 St b ReiorSendiosy: o) oy ng
R; H, hadldgenpCogris st anlkgtf prrmxg auendyigabiphemw 00E 1 sadapEneigY he

f.cl apses in a subject with
each of %ngijQ rﬁieé@ﬁc&ﬁh%ﬁ—é sclerosis. 5. Use of a conpound
or a phaﬁﬁaéeeréanyacéepm ghlfth¥réos, O, S, SO or SO2, Rl is
hal ogen, tri hal onet hyl OH, Ci- 7al kyl , C1-4al koxy,

or a comtpbuﬁd vofeanEha oxy, phenoxy cycl ohexyl net hyl oxy,
pyri dyl met hoxy, C|nnanyloxy, napht hyl met hoxy,
phenoxngFt hyl , -0 -RCH 2- OH, Cl-4al kyl t hi o,
Cl. 4al ky A Rsul fonyl , benzyl thio,
acetyl, nitr cyang phenyl , HBnyFlz Cral kyl or
phenyl - C 1- 4al kgXy each 3 J& 0 riéof bgj ng
optionally substhuted by hal ég 3\ Ci1- 4a|ky| or
d™al koxy; R2 is H, hal ogen, tri haI ontt lpR,, Ctal koxy,
Cl- 7al kyl, phenethyl or benzyl oxy; R3 H, Eal ogen, CF3,
OH, Cl-7al kyl, Cl™al kOXy, benzyl oxy, phenyl or
Cral koxynet hyl , each of R4 and R5, independently is H,

Ria is ha?cg%% Qnglo%ﬁ%td C?ﬂ(yi %&&%%ﬁef@rﬂﬁ’% d&éik;ﬁﬁ{ng@@fc alkyl-sulfonyl,

aralkylr optiahaliyestubsfituteCphaadayydr argivadiyoxy, Cl- 4al kyl t hi o,
Cl- 4al kyl sulifinyl, Ctal kyl -sul fonyl, aralkyl,
Rezs is H dldgenalrihglometil. iGualisy, Phatkoxy aoalksaloama;hy&xy Rea is
H, hal ogen, trihal onethyl, Cil-4alkyi, G . 4al koxy,
Raa is H.gradddep| Cbs, C‘em@lky&yq?o@gkoxmwltsymp Wat:le@@éﬁxy, CF3,

wherein

Cl- 4al kyl , Ci1-4al koxy é)al ky!thi o or benzy on%/ Rda
Raais H,j G 4alkylcpherwa|ony¢nallpﬁéwltute penayhen hepzaylRtowsaighatic C 1eacyl
benzyl or benzoyl, or lower aliphatic C -i-sacyl; Rba

Rsa is H,j rgonghatanifidl %ﬂ@tkMLy C;-satioxy=athyl, C-aaliykipiopmety. valroxyethyl
hydgxyﬁJoFW pﬁéﬂypgﬁlﬂyleﬂ){gﬂﬂ&’%I@Hyb; hydr oxypr opyl,

ar al ky ~al kenyl or -alkynyi; R6a is Hor
Res lsHQ,'lC4AaA”{§,y,I R7a i s H or Cl 4a| kyl ,



Xis O S SOor SO2; and na is an integer of 1 to 4 ;
or a pharmaceutically acceptable salt thereof, for
WO e@ao28sgl t he devel opment of brain | esions or PEIEEP2006/066150
progression of centra! nervous system denyelination in
a subject wth suspected or23sstablished nmultiple
sclerosis. 6 . Use of a conpound of forrmula Iwherein X
Ry, is H ¢r<C,Qalyl, SO or SO2, R1 is hal ogen, trihal omethyl, OH,
Cl- 7al kyl , Cl”al kOXxy, trifluoromethoxy, phenoxy,
X, is O, $)3D oh8®ylamet hyl oxy, pyri dyl nnet hoxy, ci nnamyl oxy,
napht hyl met hoxy, phenoxynet hyl, CH2-OH, CH2- CH2- OH,
n, is an iGégdadfkiytbtdni o, CLl- 4al kyl sul fi nyl, C1-4al kyl sul fonyl,
benzyl thi o, acetyl, nitro or cyano, or phenyl, phenylC
or a phartnatelticdlly accapteitg/ aliGhetekbxy each phenyl group ther eof
bei ng optionally substituted by hal ogen, CF3,
in the prepbratainiof la noedi@radrkt donuseRRcordingl to Bay ogreaf claims 2 to 6.
tri hal onethyl, Cral koxy, Cl-7al kyl, phenethyl or
8. A tirenmateutipal mwmsmhalf@rgleqe apslingdg ar@lor}eapkglalms 2 to 6, comprising a

y, benzyloxy, phenyl or Cral koxynethyl; each
compoun%ofﬁﬁma&n%i(% i ndependently is H or a
phar mageut i cal | y -accept Al e sal kit hereof, or a
conpound G ul a B vvher e| n_&i o&,is hal oge
tri hal omet K Cl- 4al kyd oxy, ‘Cl-4al kyl t hi o,
Cl- 4al kyl sul iIfRpyl, CI- 4al k‘iﬂzlnsut fiohyRy aral kyl ,
optionally substituted phenoxy or aral kyl oxy; R2a is
, 0 i hal onet hyl , Ci1-4al kyl, C- "al koxy,
wherein k'ls IE‘)E)?I ggibrmé%zl kyl oxy; R3a is H, hal ogen, CF3,

R, is hal&;‘ﬂ lﬁ')ﬂétongth¥l 4@Hk@¥%élkyphﬂ:§llkwl ﬁ'lhb&o%tmy‘zﬁﬂeﬂﬁ Rda

phenyl ;[ "optional Iy substituted benz%’
CyC|0hewWQ§@ﬁQ>WyP¥f'dde¢tB%r cignarpray. sarhtbylmeioyy.. phesaxymethyl, CH,-OH,

CH,-CH ”@F‘IOB kaﬂlmﬁlﬁyt“aﬁ%rsﬂﬁhﬁ}’@ @@y%b#&?w'b@ﬁi lo, acetyl, nltro or cyano, or

I"-thi onet hyl', hydroxye ropy
phenyl, g;wgml% 4allg4l ar Rianyl-G.alkenk eagh pl’aﬁnyégrgym ereq{%gmg§pppraﬂlly substituted

by halogglr élaJ,@(alk))RonaC _2IKdPr C-4alkyl, X3is O S, SO O
ndnalsanlneer of 1to4 10r a

Rzis H, fpﬂ*@ﬂﬂmatf@atqﬁteéw' )Pﬂé”j@fz‘)t Shralkyd henethigrs FeNZyigny:

Rs H, hé?rsgeéﬁe@tp' TOHE, g%ﬁqwcﬁysg&ﬁpexﬁ%ﬁm}l bPat Laﬂ@)x?MSiﬁ |
npoun fornul a wher ei'n is O

each of B;ar@cﬁs Mepgnmﬂl{)@e’ﬁ tri hal omet hyl , C]—| Cl- 7al kyI

tri Y, phenoxy,
ora pha@%cfeb'ﬁ%%ik\/ll F}]‘l‘i‘}ﬁ%)‘??rﬁ}?y |¥dyl met hoxy, ci pnanyl oxy,
t hoxy, phenoxynethyl, CH2-OH, CH2-CH 2-OH,
oracon@pgpcﬁ(yﬁoﬁ‘ﬁ%la?la 4al kyl sul fi nyl, Cral kyl sul fonyl,
benzyl thi o, acetyl, nitro Fgr cyano, or phenyl,
phenyl C¥l Sgafkoxy each phenyl group
t her eof bei ng bstitut enghy hal ogen, CF3,
R2 is H hal mt hyl , C Iko §ea C1- 7al kyl ,
phenet hyl or Démg : > (Gvg) CF3, oHIl'Gi.
7al kyl , Cl-4al koxy, benzyl oxy, phenﬁba R
Cral koxynet hyl ; each of R4 and R5, indep€nhdently is H;
~or a pharmaceutically acceptable salt thereof, or a
whereinconpound of formula Il wherein Rla is hal ogen
trihal onmet hyl, Ci1-4al kyl, Ctral koxy, Cl-4alky
Riais ha@%nkthg@meﬁhyhﬁ¢ salkyl. Qma@p(y &J,paplby{mlo C‘aﬂ@ikﬂ%hfmyt CMaIkyI sulfonyl,
aramﬁpcsdﬂeﬂawéobw@t%alpth%@)@mea yor aralkyloxy; Rz is H

al ogen,” trihalomethyl’, C‘al’kyl’, Cral koxy, aral kyl or
R,, is H.H=Mden! Pikdlomethyl, C,alkyl, Calkoxy, aralkyl or aralkyloxy;

Rs. is H, halogen, CF,, Cialkyl, C,alkoxy, Cqalkylthio or benzyloxy;



R3a is H, hal ogen, CF3, Cl-4alkyl, Ci-4alkoxy,
Cral kylthio or benzyloxy; R 3 is H Cl-4alkyl, phenyl,
wo@pdao7ozsaki y substituted benzyl or benzoyl, or POWEP2006/066150
aliphatic Ci _bacyl; Rb5a is Hl nonohal onet hyl ,
Cl-4alkyt, C-,. al koxy-nethyl., hydroxyethyl,
hydr oxypropyl, phenyl, aral kyl, C2-4al kenyl or
Ruis H, € henﬁﬁcﬂmbﬁal @bsm;teéaieh | oRBénZoy|, br RweCAliphatik ¢l 1.sacyl;
) ‘?Wg S1 SO orHSOz and namlis an |0§t eger of pg:‘ato 4
Rsa is H, moﬁbhélorﬁbmpﬁ@&?ﬁlﬁyl ccal4h|yo>a,cmemwbﬂ1 Qalisadttiorhétayiebfdrokyethyl,
pr epar ati on anment for use according to
hydrwr%b pB?”yél%'i?lM %Hag‘%@y' % —akY®rar maceut i cal
conposi tion for use according to any one of clains 2
Rea 'Squ&ea'kYJon'prl sing a conpound of fornmula | wherein Xis
O or S, R is halogen, trihal onethyl, OH,
Rrais H C(Efﬂ%‘f‘ yl, Cl-4atkoxy, trifluoromethoxy, phenoxy,
éié/ﬁf#()h é nmet hyl oxy, pyridyl nmet hoxy, cinnanyl oxy,
Xais O, § rA¥oxy, phenoxymet hyl, CH2-OH, CH2- CH2- OH,
’[Cl‘; 1FI1t hi o, Cl-4al kyl sul finyi, Cralkyl sul fonyl,
Na is an igfeger 4t IHe &, acetyl nitro or cyano, or phenyl,

hen IC%aI MNal koxy each phenyl group
Orapha%ﬁé?é&aﬂ%@?‘yﬁﬁtag’&g%ﬁ% y‘csubst i tuted by hal ogen, CF3,
d .4al kyl or Ctal koxy; R2 is H, hal og
together with lgap @rrmorﬁ/pharmraaewt@ﬁwy aqgfptaalq@ipents Wé RaTiRLA thesefor.
benzyl oxy; H, hal ogI C al ky!
9.  Usgef qg«pq@gg@nd cﬁéﬁrmlabk | %éﬁfmeddﬁl cI@m Asr ﬁmwwilcaliy acceptable

salt there%@qmﬁg prgéar%f‘gh 6 mbﬂféﬁﬁ@ﬂtqgf‘&éé/m'tﬁe freatflenfof perlpheral neuritis,
phar maceutically acceptable salt thereof, or

optic neusigsprseoBhic {8 RLSEEPSS AREYRliST Rla i s hal ogen,
tri hai onet hyl, C-”"al kyl, Cl”al kOXy Cl1-4al kylthi o,
10. A pBhrrdaddayits ld:binbbﬁ\'ﬁdwn foflilxselml tky tre stideint ofydripharah héuyritis, optic neuritis,

amyotroq*ig %gqr#%llgslg%rgsbjsf) ﬁ?r:]ulg/}etgt ed hr?sprgl( ioﬁ‘ﬁ@%%'o@{orwgﬁ(l Og?jlaasi efined in
claim 1 oa@a:lhhyhacﬂutiedu@ldcyémame sABtheredf HpgdtaéogitneneGi3more pharmaceutically
1-4al kyl , Clral kox Cral kyl thio or benzyl oxy;Rda is
acceptaq?f d'&ﬁarﬁi‘iﬂc’“ kﬁﬁ%ﬁvr%bom ional |y substituted benzyl or
benzoyl, or lower aliphatic Ci-5acyl; R5a is H,
11. A meiheh Hr dieating/an ageinraung diseasefeies _frasp H'yq group consisting of
penpherﬁ%eﬂﬁﬂé‘)ébf id %&Fﬁ?tJ}WMro Ml@rléléﬂé?ﬁaé’r'osm hwd ruQéMzPru‘PE)ébb ect in need of

ar al kenyl or -al ais or
such tremenhmbiqh qutiﬁgd Femplisss admiaigenng to the spée@ypg eftgctivgy amount of a

compoun%f@f forifa N&r §s 88ideatifgRIm 9for & Hiw‘arrﬁaoeuﬁéal@ acceptable salt thereof.
pharmaceutically acceptable salt thereof, "t ogethe

12. A Méthbd @d}qre%hngaﬁ@d@@ﬁena@s%r eabéde.t%ﬁ%meahé@mdédfymt& claims 2 to
or carrilers her ef or . a conpoun ormul a

6, comprjsing aqminigtering e kecubiectamptivclive pmauptelarromnaung &f fopmuta |
accept a@l e salt ther eof R in the preparation of a
medi canmen asSe e treat ht of peri pheral
neuritis, @ neanyo fiOCRateral !
sclerosis Mei ti s.>10. ~Amphar tkj cal conposition

for use in the freatment of peripheral neuritis, optic

neuritis ;yotrophlc | ateral sclerosis or uveitis,
wherein ?fd?rﬁv 55599“ Qonpound of for nul al or Il as defined in

laim21 or p |cal tabl e salt thereof,
R 1s ol G BIOR R OHcCor it Co Bty M GATOTBHTORy: FEBEt abl e
cyc|ohex?|rﬁe;w|k§>@ andfywtiéthWySahﬁﬁhﬁBW naﬂ&rylmemhqﬂweﬁt@fymethyl CH,-OH,
CHz CreBRab oG8 CpBIEHERY el RIS S50 RedFe; o of Byano, or
phenyl, pﬁfé}ﬁﬂtt‘. 8141 Grn iérzetr@r al_fﬂ(?ﬁﬁtéﬁdﬂl ?mfbrusﬁtﬁelrr]éaf b{eﬂgaa)ptlonally substituted
reat men i ch metho

by halog%’&r#ﬁ‘r @é@qﬁfaﬁﬁﬁ"?{k@ﬁ 'ng to the subject an effective

anmount of a conpound of fornmula | or Il as defined in

claim1l or a pharmaceutically acceptable salt thereof.



12. A nmethod for treating any di sease, disorder or

condition as defined in any one of clains 2 to 6 ,
wa@eowpesseng adm ni stering to the subject an ef PED/EP266/066150

anmount of a conpound of fornula | wherein Xis O S,

SO or SA2. Rl is hal ogen, -pgi-hai onet hyl, OH, Cral kyl,

Cl- 4al koxy, trifluoronethoxy, phenoxy,

Rzis H, hﬁ%@é@h%&rﬁ@ﬁw?l}/b@l@koxpﬁi ﬂm»mhmw oChenzgIKY;0XY,

t hox n th
Rs H, ha*agﬁrzy? 3h5§' CaedigiC ﬁ@?%/vg%sw-yvmn%hena dfpﬁﬁg'z &bPXVme%
each ofmhﬁ@ﬂsqn@édé‘ﬁheﬂry |§hienyl Ctal koxy each phenyl group
t her eof being opti onal | y substituted by hal ogen, CF3,
or a phar@iacduatickly aepepi@ble sedther®of, 1 S H, hal ogen, trihal onmet hyl,
Clnal kOXy, C1-7al kyl, phenethyl or benzyl oxy; R3 H,
or a compaindgédfiorm@igll OH, C1- 7al kyl, Ci1-4al koxy, benzyl oxy,
phenyl or C1-4al koxyrret hy!; each of R4 and R5,
I ndepengent | y a. Shar maceut i cal | y accept abl e

salt thereot . of formpg 6 a wherein
Rla i s hal og : ¥R, d . 4al koxy,
Cral kyl t hi o, >G4 kyl su Msuj f onyi,
aral kyl , opti ongizd y substi t ut ela Xy or aral kyl oxy;
Rea is H, hal ogen, tri hal onet hyl, Cl 4@Rk,y|
Clnal kOXy, aral kyl or aral kyl oxy, R33 is H, hal bgen,
wherein CF3, Cl-4al kyl, Cral koxy, Ctal kylthio or benzyl oxy;
Rda is H, Cl-4alkyl : phenyl, optionally substituted
Ria is haIBQé\i)fhhél’cEm@lﬂ?IZQyialknyQ | ARexy, euamyambccgalky&amwyt CRGdikyl-sulfonyl,

nmonohal onet hg/ Cl-4al k Cral koxy- net hyl ,
aralkybogpcpgmlly ﬁﬂq’%ﬁﬁ?%?ﬁ‘ nopy g 65?9%0%% hydr oxypr opyl ,

vors BB igfbShetoraipl ko s s o, s
armaceutically

Raais H, HE'@E?R a&ﬂ'ﬁeénﬁ’iu‘ty rIE‘B?y %343 Y 'Pﬁége’é’e’%&”du Eg to claim
e AT I AL o
B AL I R
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acceptable salt thereof, and b) at |east a second drug
Rﬁa is Hor C1_4a|ky|;

R7, is H or Calkyl,

X,i8 0, 8, SO or S0O,; and

Ny is an integer of 1 to 4,

or a pharmaceutically acceptable salt thereof.

13. A method according to claim 11 or 12, comprising co-administration to the subject,

concomitantly or in sequence, of at least a second drug.

14. A combination for use according to any one of claims 1 to 6 comprising a) a compound of
formula | or Il as defined in claim 1 or 2 or a pharmaceutically acceptable salt thereof, and b) at

least a second drug.



