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Abstract: The invention provides novel conpounds of the fmyyaHuan 2008l ow
-(1), wherein the nmeaning of each substi tuent is defined in the )
appl i cati on? ¥ npounds are useful as inhibitors of the RYTRKH&OSI0
transporter and useful in the treatnent of diseases responsive to the

i nhibition of the glycine transporter '['he invention provides a

phar mac e el kompawuds anidatheirarsp s glyeine tearspnpidubibiteks Formul a | as defi ned
above and the wuse of conpounds as above for the manufacture of

The present invention provides novel compounds of the general formula I, and their use as

glycine transport inhibitors.

Background of the invention

Glutémic acid is the major excitatory amino acid in the mammalian central nervous system
(CNS), and acts through two classes of receptors, the ionotropic and metabotrobic receptors,

10 respectively. The ionotropic glutamate receptors are divided into three subtypes based on the
affinities of agonists for these receptors, namely N-methyl-D-aspartate (NMDA), (R,S5)-2-
amino-3-(3-hydroxy-5-methylisoxazol-4-yl)propanoic acid (AMPA) and kainic acid {or
kainate) receptors.

The NMDA receptor contains binding sites for modulatory compounds such as glycine and

15 polyamines. Binding of glycine to its receptor enhances the NMDA receptor activation. Such
NMDA receptor activation may be a potential target for the treatment of schizophrenia and
other diseases linked to NMDA receptor dysfinction. An activation can be achieved by an
inhibitor of the glycine transporter.

Molecular cloning has revealed the existence of two types of glycine receptors, GlyT-1 and

20 GlyT-2, wherein GlyT-1 can be further subdivided into GlyT-1a, GlyT-1b and GlyT-1c.

The NMDA receplor is blocked by compounds such as phencyclidine which induce a
psychotic state which resembles schizophrenia. Likewise, the NMDA antagonists, such as
ketamine, induce negative and cognitive symptoms similar to schizophrenia. This indicates
that NMDA receptor dysfunction is involved in the pathophysiology of schizophrenia.

25 The NMDA receptor has been associated with a number of diseases, such as pain (Yaksh Pain
1989, 37, 111-123), spasticity, myuoclonus and epilepsy (Truong et. al. Movement Disorders
1988, 3, 77-87), learning and memory (Rison etl. al. Neurosci. Biobehav. Rev. 1995, 19:533~
552). |
Thus, glycine transporter antagonistists or inhibitors are believed to be highly beneficial in the

30 freatment of schizophrenia, including both the positive and the negative symptoms of
schizophrenia, other psychoses, dementia, and improving cognition in conditions where the

cognitive processes are diminished, i.e. Alzheimer’s disease, multi-infarct dementia, AIDS



medi canents for treatment of di seases responsive to ligands of the glycine
transporter. 19 January 2005 WO 02/08216 PCT/ DKO1/ 00510 Nwvelhuegmmosnds
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15 - | R10 ' 1
wherein
R’ represents hydrogen, C, (-alkyl, cycloalkyl or cycloalkylalkyl;
R? and R’ independently ;‘epresent hydrogen, halogen, C, c-alkyl, C, 4 cycloalkyl or C, 4
cycloalkyl-C, ;-alkyl or R* and R’ together form a C, ;-cycloalkyl;

20 R’ represents hydrogen, and R*, R® or R® represent hydrogen, C,¢-alkyl, CN, halogen, CF;
or phenyl optionally substituted one or more times with halogen, C,.¢-alkyl, C;.s-alkoxy,

“ CFs, or R, R® or R® represent thienyl optionally substituted one or more times with halogen
or wherein R* and R®, or R® and R® together form a fused phenyl;



30 treatnent of schizophrenia, including both the positive and the negative
synptons of schizophrenia, other psychoses, denentia, and inproving
cognition in conditions where the cognitive processes are dimnished, i.e.
Al zhei ner's di sease, nulti-infarct denentia, AIDS 19 Janw@nwnaggiooyo

02/ 08216 PCT/ DK01/ 00510 2 denentia, Huntington's disease, Parkinson's

di sease, anyotrophic lateral sclerosis gr diseases wherein the brain is
damaged by inner or outer influence, such as traunma to the head or stroke.
Clinical triglge wid 1I n %ggg t .
Psychi atry 1%9% \N15rlk %X &&3%&@%&&@%@&%{;@5 ot %WFM G Clﬁlgék)@h(?}aét y
1996, 39, 213ﬂ@ES¥ The treatnment with high dose glycine is reported to

| mprove e sy REOE, Ger G ZARMY BRI PhenBPkGd indisABGlyf O more  ef fi ci ent
compounds as |igands for the glycin transporter for thé treatnent of NVDA
associ at ed diizgda%5ds. The conpounds of the present invention are potent

l'igands for g e&%&qane transporter. to Summary of the invention According
to a first aspect e present invention prOV|des a conpound represented by
t he generapiﬁéﬂhwﬂésamQ&tho | wherein represents hydrogen, C, ,r

al kyl, cycl gad kVilR* Ok CY5 vl val kil dently represent
hydr ogen, hal ogen, C?: {%Jé Ca M’% CJF%JFQ E%ldaﬂ% B%gal kyl -C, --al kyl or
Wand R3 togé!hE@HWQFWWEHE@E$3@&Uﬁé@PRywimzﬁfR7 repressents hydrogen, and
R4, R5 or R6 represent hydrogen, C-6-al kyl, CN, hal ogen, CF3 or phenyl

optlonally substituted one or nmore times with hal ogen, Cl1_6-al kyl,
C ' 6- al koxy Acc@iBg top sqrand «':RBecerthmesmepm\esfeqnprmd@mynhamptwmalcmyp@ubst i tuted

one or nore 85%%25?&%’\414 f%%sl? ‘%InQ Q:‘Sﬁﬁ? u%g Oaéébg&ﬁé o lﬁf& ﬂﬂg a@%«:t & a %ﬁarﬁlggeu@all&oget her

forma fuse Januar

acceptable acid addition salt thereof in a therapewtically effective amount and in

combination with one or more pharmaceutically acceptable carriers or diluents.

According to a third aspect, the present invention provides the use of a compound according
to the first aspect, for the manufacture of a medicament for the treatment of diseases

responsive to modulation of the glycine transporter.



RS, R9, R30, R', and RI12 i ndependent |y represent hydrogen, halogen, CF3,
Cl-6 alkyl, Cl-6 al koxy : Yis 0, S, CH2 or CH and when 1§Ja$1ug}gl2dmgn t he

dotted lin nd nis 2, or 3; Qrepresents C, Xis 6
al koxy; e“’?ﬁ’&”f}%g represent hydrogen, Cl 6-al kyl, cycloal H’)ﬁT"&’F"”""""’

cycl oal kyl al kyl; or a pharnaceutically gacceptable addition salt thereof.
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phar macedhf eampewids se vses as dulrpitors iof theatlydiraisanspertcr endpsafnbindtetnatit ng t o
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or nore pharmaceutically acceptable carriers or diluents. According to a
third aspect, the present invention provides the use of a conpound

accor di ngetailﬁddda@‘iptiombf%piwentidmr t he manufacture of a nedi canent for
the treatnment of diseases responsive to nodul ation of the glycine
transporter. WD 02/08216 19 January 2005 PCT/DKO1/ 00510 4 The conpounds

are usefg, fér?éﬂ%ﬁﬁﬁeﬁoﬁ@@ﬁhﬂ%&@@og@nSporter and useful in treatnent

of diseases responsive to the 1n n 6f the glycine transporter.

Det ai | edOﬂaﬂ'@wwaﬁe(banbédltﬂmtslawﬁrhbﬂeﬁfmi%2&32 preferred enbodi nent of the
i nventi on, C Oher_preferred enbodl nments are wherein nis 2 or 3;

Anot her Pig FP@@@WQ@H@M%WB—NSI@E,S CH3; Yet another preferred
enbodi e S .a referred i 0 wherein
Xis OH, %MQ%E%%&( Wﬁ%&%&?&@éﬂngﬁﬁ%ﬁgﬁﬁ a‘%?’@’%‘&? é’f‘?ﬁ%ﬁéﬁsepr esent
hydr ogenwhaiéh R4s ORD (RCH @e%p]esent hydrogen, CN, halogen, C,_6-alkyl,
CF3 or phenyl opti onal | y sub Yuted one or nore tines wth hal ogen,
C, , 6- al k{ther prefernedk embodidrEsis ape wRéreirFR’ wpreRgntheproger mind REt RY maR‘S/flepresent
t I
optiona llflydrogen, CN, halogen, C, ;-alkyl, CF; or phenyl optionally substituted one or more times
with halogen, C, ;-alkyl, C, --alkoxy, CF,, or RY, R® or R° represent heteroaryl optionally
substituted one or more times with halogen, or wherein R* and R® or R® and R® together form

15 a fused aryl;

Another preferred embodiment of the invention is wherein R®, R’, R'’, R’! or R”
independently represent hydrogen, halogen, C, ;-alkyl, C, -alkoxy, or R® and R’ or R’ and R
together form a fuséd aryl;

2
In an more preferred embodiment, one or two of R®, R?, R™, R” or R” represent halogen, C, ¢~
alkyl, CF, or C, ;-alkoxy;

In 2 more preferred embodiment of the invention R%, R®, R’, R®, R® and R** are all hydrogen
25 and R’ represents halogen, CF;, CN, C, ; alkyl, C,; alkoxy or -COR'®, wherein R’ represents
C,¢-alkyl; and R and R" represent hydrogen, halogen, CF; or CN, provided that at least one
of R and R" is not hydrogen;
R” and R* independently represent hydrogen or C, c-alkyl or R? and R® together form a C, ,-
cycloalkyl;
30

Another preferred embodiment of the invention is wherein the compounds are the following



substituted one or nore tines with hal ogen, or wherein R4 and R5 or R5 and
R6 together form 15 a fused aryl; Another preferred enbodigRiatiagf2006e

Tnvention |§ rein R8, RO, RO, R'" or RI' independently represent
pigh

hydr ogen, ¥16C 6-alkyl, C -,-alkoxy, or R8 and RO or PRO/DIERI
together forma fused aryl: 20 In an norse preferred enbodi ment, one or two
of RR R9, R10, R'" or Rl2 represent halogen, C, _6-- alkyl, CF3 or C, 6

. al koxy N‘I{?’r[%cb‘ﬁmelM@Brmnﬁhﬁ@dﬂlhﬂdmlsobmzhﬁmmwmﬁ—prople}egRﬁze iyl RS,
R9 and R' gtlare all hydrogen 25 and R5 represents hal ogen, CF3, CN, C _6
al kyl, £7'E"- al koxy or -CORLlfi, wherein R16 represents Cl_6-al kyl; and R10

and R’ r@\p . tyat |east one
of R and E?ﬁfla?gﬁwng{(&%?gfoggg%ﬁg%%&a %OIS% m} ?’I;‘I)S‘gepresent

hydr ogen mgathytglyéinakthyl ester, R2 and R3 toget her form a C3_x- cycloal kyl; 30
of the_invention is wherein the corrpounds are

Anot h d

the fol ﬁﬁg‘fé&m}pﬁ [t %Snﬁ)nb 32dibydygsekrnpetnrankhylidosrppyl}glycie,

e L3 L3, Ruanps-ybdh LAPRORRRON-1 - Anfh bk O ALSARETE IH  BRph U] -1 Propy!J ol
{3-[5- Q/amdbylglyéinél uorophenyl) 1, 3-di hydr oi sobenzof uran-1-yl]-1-propyl} -N-

met hyl gl yci ne et h ester
N-{3-[5- &7&%1( 3-¢ QIPPW@phérWﬁl))quls@e@W@mﬂol S]d)ﬁawzpﬂ&lﬂ\é-mdth}slglycme,pr opyl } gl

ci ne, 0 i,sobe uran- | -yl]-
y ~propyl &-{ ﬁ@p %ﬁlﬁléeny:lb_{ gp(fll.l%rh\{m)sobehzofgra l—yl? 1—pr0p 3\5— oyl
{3 [ 12 3ncetﬂ Q@fg@nyl ) -1, 3-di hydr oi sobenzofuran-1-yl]-1-propyl}-Nnethylgly
ci ne, gb (3- trlfluoronethylphenyl) 1,3
-dlhydroF% Bmﬁdﬂ@hammmﬁyﬂphag@rhbyM%MmNmﬁ@mmﬂﬂnﬂEWﬂdHmﬁpﬂ}$hndhﬂ(L
N-{3-]1- -&3 tr| Il uor onet hyl phenyl ) -1, 3-di hydr oi sobenzofuran-1-yl]-1-propyl}
-N-methyF%’D fryl ) gl yei ne,

N-{3-[1-(4-methyiphenyl)-1,3-dihydroisobenzofuran-1-yl}-1-propyl} -N-methylglycine,

N-{3-[1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl}-1-propyl}-N-methylglycine,

15 N-{3-[1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl} -N-methylalanine,
N-{3-[1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-y1]-1-propyl}-N-methyl (1-
ethyl)glycine,
N-{3-{4-chloro-1-(3-methyl-4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl}-N-
methylglycine, _

20 N-{3-[4-chloro-1-(4-chlorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl}-N-
methylglycine,

N-{3-[5-chloro-1-(4-chlorophenyt)-1,3- dlhydrmsobenzofuran- -yi]-1-propyl}-N-
‘ methylalanine,
N-{3-[6-chloro-1-(3-methyl-4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl}-1-propyl} -N-

25 methylglycine,

N-{3-[6-chloro-1-(4-chlorophenyl)-1,3-dihydroisobenzofuran-1 -y1]-1-propyl}-N- -
‘methylglycine, :
N-{3-[6-chloro-1-(4-methylphenyl)-1,3-dihydroisobenzofuran-1-yl}-1-propyl}-N-
methylglycine, |

30 N-{3-[6-chloro-1-(4-methoxyphenyl)-1,3-dihydroisobenzofiran-1-yl]-1-propyl}-N-
methylglycine, ’ |



N-{3-[1- ('4- met hyl phenyl) - 1, 3- di hydr oi sobenzof uran-1-yl]-1
propyl}-N-nethylglycine, N 19January 2005

|{3e'£ lhyl(gl ;LI ne%ﬂ?wl ) -1, 3-di hydr oi sobenzofuran-I-yl]-1- propgc%mmmmm

N-{3-[1-(4-fluorophenyl)-1,3-di hydroi sobgnzofuran-1-yl]-1-propyl}-Nnmethyla

| aui ne,

N- { 3- [ 1- ( B:3H{oBerren{4-phlorapheiiyily HB slilyulbe subehearfarmt -y1)}1-propy Ay } - N- met hyl|
(- ethy'é{%ﬁ%ﬁ ne N-{3-[4-chloro-1 -(3-methyl-4-fluorophenyl)

-1 3-di hydr % E’ofuran | -y1] - 1-propyl }-N et hyl gl yci ne, 20

ﬁ{f’m [ % 805 b O-RictRghen 4, Raly e loBloRRR IR T Ridpyy] -1~ Propy! -
{3-[5-chl meﬂlﬂlglydn@hl orophenyl ) -1, 3-di hydr oi sobenzofuran-1-yl]-I-propyl}-N
met hyl al

N-{3-[ 8- aﬂ’]r g‘f‘[?@ft“g!%?thylr1—&‘1-#1}1%%%%1)@-ﬂﬂm{dsménh@p%nfmagdbﬁlarzldmpﬂhﬂ= yl]-1
propyl } - I\hleaﬁ'lﬂgé | gl ycine, N~ {3 -[6-chloro- | -(4-chlorophenyl)-1,

3-di hydroi so dran- | -yl] -1-propyl} -N nethylglycine, N

{ 3- [ 6- chl Br {8-[3-iriffnéroteéthyll PlEMbbpHs 1)-1 3-dihydroisobenzofuran-1-yl]-1-propyl}-N-

--di hydr oi sqQbenzofuran-1-yl]-1-propyl} -N nethyl gl ycine, }é

N-{3-[6- CWIGW@W]E% met hoxyphenyl ) - 1, 3- di hydr oi sobenzof uran-1|-yl]-1-propyl }

-N- et 02/ PCT/ /00 10 6 N
{3-[5-fl uor@/ q’J ?Yz?h% ‘%‘Eﬁ ?B“O’EPP ¢ Lbn% rdgﬁ%igﬁlé --yllgApropylirNpy 1 1 - N
met hylgl yigethgigl 3

5-fl uoro-1- (4- nmet hoxypheny 1, 3- di hydr oi sobenzof ur an- -yl]-1-propy N
-[5-f1 m?(g%m{’h h ) - di hyd b f I 1]-1 | }-
net hyl gl yBi {3e[5-&yane-1-(4-cyanophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl}-N-
{3-[5- tnfl@{ met hyl -1 - (4-f 1 uoroophenyl ) -1, 3-di hydr oi sobenzofuran | -yl]- 1-
propyl } al??ﬁ‘l“ﬁ’rycme N {3- [5tr|fluororrethyl-l

rrétAth/: g?;lﬁl {?%ydy)an&'1%’4%%&%@%?@%%1&(@&5&%21}%& I %yi %)ropyl}-N-
methylglycine,

15 N-{3-[5-cyano-1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl}-1-propyl}-N-
methylglycine, N- {2-[5-cyano-1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1 —yl]ethyl‘—N—
methylglycine,

N-{3-[5-Chloro-1 -(4—ch10ro_—phenyl)-indan—-l -yl}-propyl}-N-methylglycine,
N-{3-[5-Chloro-1-(4-chloro-phenyl)-indan-1-yl]-propyl} -N-methylalanine,
20 N—{3-[3—cyclo-1-(4—methy1pheny1)—1,3—dihyd;roisobenzoﬁnan-1~yl]—1-propy1}—N—

. methylglycine, _
N-[3-(3,3-Dimethyl-1-phenyl-1,3-dihydro-benzo[c]thiophen-1 -yl)-prole] -N-methylglycine,
N-[3-(3,3-Dimethy}-1-phenyl-1,3-dihydro-benzo[¢]thiophen-1 -yD-propyl}-N-methylalanine,
N-{3-[1-(4-Fluoro-phenyl)-3,3-dimethyl-1,3-dihydro-isobenzofuran-1 -yl]-propyl}-N-

25 methylglyeine,
N-{3-[5-Bromo-1-(4-chlorophenyl)-1,3-dihydroisobenzofuran-1-y1]-1 -pfopyl} -N-
" methylglycine, '
N-{2-[1-(4-Chloro-phenyl)-3,3-dimethyl-1,3-dihydro-isobenzofiran-1 -yl]-ethyl}-N-
" methylglycine,
30 N-{3-(3-methyl-1-phenyl-1H-inden-1-yl)-propyl]-N-methylglycine,
N-[3-(5-Chloro-1-thiophen-2-yl-1,3-dihydro-isobenzofuran-1 -yD-propyl]-N-methylglycine,



N-{3-[5-cyan-|-(3-net hyl-4-fluorophenyl)-1, 3-di hydroi sobenzofuran-1-yl]-1-p
ropyl} N- 1o methylglycine, NN - 19 January 2005

{ 3-[ 5- cyan- Iw@4zaseanophenyl ) - 1, 3- di hydr oi sobenzof ur an- 1- yl | -gempbsReydok o\
met hyl al ani ne, N

{ 3-[ 5- cyano- 1- ( 4- met hoxyphenyl ) - 1, 3- di hydr oi sobenzof uran-1-yl]-1-propyl }-N

t hyl gl
tn(e 4- ¥| 8o¥op eny(%ﬁ(}}&]éhg I%}té(l} %dlh d ra- ﬁ:g‘l%elﬁzoﬁ]ﬁn -ya -pro l;-N—ﬁ_ethyI (1-ethyl)-

met hyl gl yghynmp,

N-{2-[5-cC 4-f| uor ophen 3-di hydr oi sobenzofuran-|-yl]ethyl}-N

me% hyl[ gl y%ﬂ%e( n(%P thylsl P]:‘s@%llﬂlg@l\@f@ﬁ@ﬁmﬂeﬂypyﬂmﬁd&@ﬂth)slﬂ]]iﬂlpﬁgpi/I}
'_\I'N”EWEPKL?%T%' (?»Eineth léﬁerlylls 1§hﬁ!!18ycﬁo—1sobelgz%ﬁ9rglll- q)-Bpo%gﬁ-]})I-me?IdyE}ral—ettX(ll)]- propyl}
{3-[ 3- eyctlgeihe( 4- net hyl phenyl ) - 1, 3-di hydr oi sobenzof aran-1-yl]-1-propyl}-N
nmet hyl gl yci ne,

N- [ 3 ( 3, NEBrBBhYimethyiHephanyt1.3- dihm@lﬂs@bmﬁuﬁumilt)ﬂ) d]hjylE{N—mbtbyllz)lmngyl] Nret

Y ool R GrrRinday L TR ewl}r@?rfﬁf%q%% gnaofigen-1-yD-cthyl ]

{3 [1-(4- ,ﬁbﬂt?[aq)aﬂgbenyl) 3, 3-di net hyl - 1, 3-di hydro | sobenzof uran
-yl 1-propyl}-N 25 zri et hyl gl yci ne, NN{3--[5 Br ono- |

( 4hc|hl orNiiBeBHPinistyldi-pheriybl Satiyireisobemofiray 1 hylkethyihagethyl(1-
met
{2-11-! ?4 r‘lggllﬁcliéﬁ’renyl ) 3, 3-dnet hyl -1, 3-di hydr o-i sobenzofiiran-1-yl]-ethyl}

I-\I- Ni 3m(ag hrret ?S;?Bl 3 et ﬂuo o—Rhinyﬂ } ,3- dﬂ%dﬁ TSOWOWP%WI% ﬁtgyl]-@-methyl—(l_

[ 3-(5- Chlﬂ:bhjti)g’llyéﬂ% ophen 2 yl 1,3 -di hydro-isob
enzof uran-1-yl) Y - N- et hyI gl ycine, 19 January 2005 WO 02/08216
PCT/ DKO1 /I@d%{i3 thy l—phenyl 1,3-dihydto-isobenzofuran-1 ~yI)-propyl]-N-methylalanine,

tN;lgll?) E? g?rl;g[(? 3~ Dt@‘é{?‘ﬁg‘g rc]:h?ony ljﬁhélﬁyﬁ Pﬁ% C:jyrd(r)o—is% fl?nezrc]) Ozlr?-r? rl) pro%yl)J I\Pr opyl]-N-me
N-[ 3- (18- meéthylatdnidehenyl - 1, 3- di hydr o-i sobenzofi aran-1-y1)-propyl]-N-nethyl a
| anine, N-[3-(3-nethyl-I-phenyl-1, 3-di hydro-i sobenzof

I ran- 1-yIy {Mbﬁﬂipwﬂféﬂhworté—ph@w&}y],3~dihyﬂr(gisybd:rﬂeﬁ1ran~1—yl)-propyl]—N—
methylgiycine,
N-[3-(1-phenyl-1,3-dihydro-benzo{c]thiophen-1-y1)-propyl]-N-methylalanine,
N-{3-[1-(4-Chloro-phenyl)-3,3-dimethyi-indan-1-yl]-propyl}-N-methylglycine,

20 N-{3-[1-(4-Chloro-phenyl)-3,3-diethyl-1,3-dihydro-isobenzofuran- 1 -yl}-propyl}-N-methyl-
alanine,
N-[2-(3-methyl-1-phenyl-indan-1-yl)-ethyl]-amino}-N-methy! alanine,
N-[3-(1-phenyl-(1H)-inden-1-y1)-propyl]-N-methyl-alanine,
N-{3-[1-(4-Fluoro-phenyl)-5-(4-trifluoromethyl-phenyl)-1,3-dihydro-isobenzofuran-1-yl)-

25 propyl}-N-methyl-glycine,
N-{3-[5-Chloro-1-(4-chloro-phenyl)-indan-1-yl}-propyl}-N-methyl-glycine, P

. N- {3-[5-Chloro-1-(4-ch10r0-pheny1)-indan—lf-yl]-propyl} -N-methyl-alanine,

N-{3-[1-(4-chloro-phenyl)-5-(4-trifluoromethyl-phenyl)-1,3-dihydro-isobenzofuran-1 -yl}-
ethyl}-N-methyl-glycine, _

30 N-{3-[1-(4-Chloro-phenyl)-5-(4-methyl-phenyl)-1,3-dihydro-isobenzofuran-1-yl}-ethyl }-N-
methyl-glycine,



N[3 -(3,3 -Dinethyl-I -phenyl- _

|, 3-di hydro-i sobenzof aaran-1-yl)-ethyl]-Nmethyl al ani ne, "% [3uaky3085

- Di met hyl - IWo@zef2licior o- phenyl ) -1, 3 -di hydr o-i sobenzof br an- 1pylp)mi&h fawdh- N
met hyl al anine, N-[3 -(3,3 -Dinethyl-1

phenyl -1, 3-di hydr o-i sobenzof uran-1-yl)-eShyl ]-N--methyl - (1- aa

et hyl) gl ysi-{me[1-&€ RenP) R UMbk (4 7% dihvdro-is _

phenyl)-1, 3{?& yd@gf%s)%ggl r% %#42&%‘%?0?3;}1{3&%1?%% jhh Kﬂrﬁé?%bﬂl??fﬁanélt WTe)ﬂa’[l%fN'ne,
N- [ 3- ( 3, 3methei-glykcingphenyl - 1, 3=di hydr o-i sobenzof ur an- 1-yl ) - propyl | - N- znet hyl
al ani ne,

N[ 3- (3 3N B He s Fhlprophoae @- BirshgnyD-1, sdiyfpdecbensofem b liraiind) -N-

| -yl)- pro&gﬁ#;_b}ycﬁlg nret hyl al ani ne, N-[3-(3,3-Diethyl-|
- (4-chl oro- pheflyl ) -1, 3- di hydr o-i sobenzof uran-1-yl ) - propyl ] - N-

met hy| gl yist {3el1-(W-Ciedolptphehs (41m SmgH-BaiyD- DenERfEd-tdbapRdeRad -141)-propyl} -N-
propyl]-N-nj et hyl al ani ne,
N-{3- [ 1- (Bepl-svelBenyl ) - 3, 3- di znet hyl -i ndan- 1-yl | - propyl } - N- met hyl gl yci ne,

20 N - §2 (A § . .
[3- 1- (4- Gt PhlororghenylSfamethoxy-phonyih] drdibydrosabseaafiman: iy pronsilopy | )
- NNnet hy I Nahéhyingycine, |
N-[2-(3-methyl -1 -phenyl -indan-1-yl)-ethyl]-am no}-Nnethyl alanine, N[3
-( % - plherNHB([ir( | lomd@hem}d)jﬁ-fxlli-mﬂxmrbjneﬂiyrphﬁlw}}f,?aﬁh%t&g-iér‘]dbgﬁﬁ)ﬂuan-bl vi}- f
1- (4-FlLuqro- -5-(4;trifluorornethyl-phenyl)-1, 3-di hydro-i sobenzof uran
Nl-{%l ][I; %0%‘&2%?{1}62@ ﬁéi“ﬁ’ﬁ -gl ycik ne, ’ ' I ol v .
-[ 5- [19-ch -6l RL 5l A7) GinvieS 7 iy ANTE '
N5 L maoxtlihpranaansl o AT -y by B SRM MR Yl 3¢
- N- met hy methgrglpene,N- { 3- [ :
1-(4-chlqro-phenyl )-5-(4-trifluoromethyl-phenyl)-1, 3-di hydro-i sobenzof uran-
| -yl]- gﬁﬁgﬁ}»@ﬁh&g poyg)-yd Prellorgghinphen-2-yl)-1,3-dihydro-isobenzofuran-1-ylj-
{3-[1-(4- hP-Rhen ﬁr_ - (4- et hyl - phenyl ) -1, 3-di hydr o-i sobenzofiiran-1-yl
] - et hyl }°@Iﬁei\{)ﬁ‘§<ﬂ?’géi cllngia, WO 02/ 08216 19 January 2005 PCT/ DKO1/ 00510 8
N- I1|3 [ez:i : (I‘fl-[{BE:ﬁ.\E-Q@-@hllﬁ@ﬁbﬁlaﬂyl}isQﬁaﬁ@ﬁﬂ%ﬁéﬁ?ﬁ@}%ﬁ)ﬁy@r@ﬁgbéi%gﬁﬂéﬂ—T%}?}@é}ﬁﬂf}H{T-a' n-1
Y | ¥nethy1-glycine, , '
N-{3-[1-(4-Chloro-phenyl)-5 -(2-methyl-phenyl)-1,3-dihydro-isobenzofuran-1-yl]-ethyl}-N-
methyl-glycine, _ |
N-{3-[1-(4-Chloro-phenyl)-5 ~(2,5-dichloro-phenyi)-1,3-dihydro-iscbenzofuran-1-y1}-ethyl}-
20 N-methyl-glycine, '
N-{3-[1 -(4-clﬂoro-phenyl)-§ ~(3-trifluoromethyl-phenyl)-1,3-dihydro-isobenzofuran-1-y1]-
ethyl}-N-methyl-glycine, '
N»{3-[1—(4—chloro~pheny1)-5—(3—triﬂuoromeﬂlyl-pheﬁyl)—l,3—dihydr0-isobenzoﬁ3ran—l—yl]-'
propyl} -N-methyl-glycine , . S
25 N-{3-]1 -(4—Chloro-pheny1)-5—(3,4-dich10ro-phenyl)—1,3-dihydr0-isobenzofuran—1-yl]-ethyl}-
N-methyl-glycine, ' P
N-{3-{1-(4-Chloro-phenyl)-5-(4-chloro-phenyl)-1,3-dihydro-isobenzofuran-1-yl}-propyl}-N-
methyl-glycine, ‘
N-{3-[1-(4-Chloro-phenyl)-5-(3-methyl-phenyl)-1,3-dihydro-isobenzofuran-1 -yl]-propyl}-N-

30 methyl-glycine,



met hyl - gl ycine, N

{3-[1-(4- ChI or o- phenyl ) - 5. (2-tl-ii(>phenyl)-1, 3-di hydr o- |S@bﬁ%g;y@0@g 1-yl ]
-ethyll - &% I-egC|ne 5

N-{3-[I - (4- Chl or 0-phenyl ) - 5- (4- met hyl - phenyl ) - 1, 3- di hydr o- i SODEPKEMIPan-1 -

yl]-propyl }-N nethyl -glycine,

9
N13-11-(4- r gz phen 4- met hox hcn 3-di hydr o-i sobenzof ur an- 1-
yll - 'pE op( ){%m% épé,}él) éé(Z—q@thyI—pﬁ/engl) 1 %ldﬂlydro-lsobenéofuran- 1-yl}-propyl}-N-
13-f1 -(4jﬁ&hﬁr‘q @Hgnyl )-5-(4-tiifluoronethyl-phenyl)-

1, 3-di hydro-1-75 % enzofaran-1 -yl]- io propyll-Nniethyl-glycine,

N-f 3- [|- M{@[uqmma@hbay@s(@ ;3 tichlogo-Bhaiyl 1,3-Hihsdes- mbﬂé@oﬁﬁ@h@qapﬁ@pﬁp 1-y
| }-ethyl}- nmet hyl - gl yci ne,
N-12-]1-¢( I&Wﬂ@%nyl) 5- (5-chl oro-t hi ophen-2-yl)-1, 3-di hydi o-i sobenzofu

TR Pt ct bl e S égd%‘fﬂvﬁ"b%glﬁ%ﬂﬂ -1y3-gityre-irgb o bR 2ok PRy -

- yf 1 - et hNmetii¥i-ghyétehyl - gl ycine, N
-fl-(4-Chlorao-phonyl)-S-(2-net hyl - phenyl)- 1, 3-di hydro-i sobenzofuran- 1

“yl] - et AVH3-T1Kd-chigrchphenyl)yeA 25 flwpromethyl-phenyl)-1,3-dihydro-isobenzofuran-1-yT}-

{3- [I-(4 5- (2, 5-di chl or o- phenyl) -

1, 3- d.hy&}d%3§§H§ﬂ§§¥@53 €31-yl]-etl-iyl}- 20 N-nethyl-glycine, N

13-[1-(4 -phenyl ) -1, 3-di hydr o-i sobenzof
AN 10?%} i caﬁ'ﬂc%’ hpceplatid ’fd‘ﬁt{‘%%aﬁ‘g’,ﬁérﬁgﬂ (3L k- ohi e Dhenyl ) -5 (3
-trifkmoronetliyl phenyl) 1, 3-di hydr o-i sobenzofaran- 1 -yl|I-

-N-mathyh}hg ci ne, 25 N 13-f
1- (4- Chl % FraHoR )’I‘B’l‘i)% yPhpEHCetinah ReRpoon errapiisiag 6t lessbenezesmponnd of - y|

] -ethyl t.y
(31~ (4t %hdeeﬁg%‘i/ﬁk% ofh phaRassuticAlly_apoeptahle aeid pddtinnowlt Spereafinga | |
- propyl } itidrapeatiéiflly- ¢ifactiveeamdiint and in- combmanon w1th one or more phannaceutlcaﬂy
13-[1-(4-Chl oro- phenyl ) -5-(3-net hyl - phenyl ) -1, 3-di hydr o-i sobénzof ui an-

-yl | - pr opSacptakie cagiaspetdiluegtsyci ne, Z~

15
The invention also provides the use of compounds as above for the manufacture of

medicaments for treatment of diseases responsive to ligands of the glycine transporter.

The invention provides a method for treatment of diseases responsive to ligands of the glycine

20 {ransporter,

In preferred embodiments of the invention, the ligands are antagonists of the glycine

transporter,

25 Pharmaceutically acceptable addition salts are those which form pharmcological acceptable
anions such as maleic, fumaric, benzoic, ascorbic, succinic, oxalic, bis—m'ethylenesalicylic,
-methanesulfonic, ethanedisulfonic, acetic, propionic, tartaric, salicylic, citric, gluconic, lactic,
malic, mandelic, cipnamic, citraconic, aspartic, stéa:ic, palmitic, itaconic, glycolic, p-
aminobenzoic, glutamic, benzenesulfonic and theophylline acetic acids, as well as the 8-
30 halotheophyllines, for example 8-bromotheophylline. Exemplaly of such inorganic salfs are

those with hydrochloric, hydrobromic, sulfirric, sulfamic, phosphoric and nitric acids.



WO 02/ 08216 19 January 2005 PCT/ DKO1/ 00510 9 o
N-{3-[ 1- (4- Chl or o- phenyl ) - 5- ( 2- met hyl - phenyl ) - 1, 3- di hydr o- 1%4eayci0@san- 1-y
|1 propyl} Woemishyl - gl ycine, N~ {3-] | -(4-Chloro-phenyl)- <
-(2,5-di chl oro-phenyl )-1,3 -di hydro-i sobenzof Iran-1-yl]-pr g%g/ﬁl?]{qu\(fﬂ"

met hyl - gl ycine, 5 10

N-{3-]1- - | )- -5-: (3, 4-di chl ot 0- phenyl ) -1, 3-di hydr o-i sobenzof ur
an{ V- £/| ] S‘E'ngé%gmﬁ{ﬁgﬁhe) ylpy%ﬂtgp Irﬂ@,r g?\l_ars:'r{n@;sﬁeljgd il %n; smt;;f)le wa sugh as orally or
(- ch! gaceribhely! dud il udyr b HOLAEEIRYy PGl fobued 16l BYAT QanBARGRERT YA
| -yl]- propyl} N-- et hyl -gl ycine., or a pharmaceutically acceptable

addi t i on c¥ample Hetheoforn of Tétdets,neapmtlbn poprdexs, dgaipa qrhalutiee Ur digersions for
conposi ti.on conp:‘}'; s#n at | east one conpound of Fornula | as defined above
or a pharWsE&Ri d4P Lot Ab|3scAgIge thoRugpese afhibe ayesenh invention, the

t her apeutchfifpolitd fff R lih VRPN YdnflSietdd ﬁgl L@%{rﬂs&] il‘é@oﬁlla ep%%%nggegﬁg%e%}t%

phar maceuti Cally acceptable carriers or I'nven

provi des stigblyss wfabbangaucssuksoraiaue firel of hesudpungiors koluoRfor dERHSGIERL S
for treatnent of diseases responsive to |ligands of the glycine transporter.
The inveﬂWFgH”brovides a nmethod for treatnent of diseases responsive to

| i gands of the glycine 20 transporter. In preferred enbodi nents of the

i nvention, the ligands are antagonists of the .glycine transporter. 25

Phar maceddétheds for ke pripaktion agddblid pRarfAbdtical Srepf266nsMeShell RidWn in the art,

phanncol ogi cal acceptable anions such as maleic, tumaric, benzoic,
ascor B c TaBlgtscmay thusdeagireparedbys mininp fHeewtsainigrsdients withetrimassadjfvanisand/or

et hanedi gyl f oni c,, acetic, .propioni¢c, tartaric, salicylic, citric, gluconic,
Cactic, SHAFIUE “ofloHbSpquentiy; CHRRFISInscihe, BOUHTS: in 4s petentent dellefing machine.

pal niiti ExahbRS IrhSiuvdhXoPh 3 LNQRe Rz LBt am.c. benzenesul f oni c

and theophylline a@ggf Ic ac ihi(}]g?mgcson\?\%{%h as %gd%?agg)sﬁ’ésgﬁé{)ﬁpﬁ%@ﬁ%égefm’? r

exanpl e gelbtiusydletioay hginhd, med thx dikp) aAly othes WdfuvhMObH AMi6ive 3L4IS afbBlourings,
aroma, preservatives, etc. may also be used provided that they are compatible with the active

15 ingredients.

Furthermore, the compounds of this invention may exist in unsolvated as well as in solvated
forms with pharmaceutically acceptable solvents such as water, ethanol, and the like. In

general, the solvated forms are considered equivalent to the unsolvated forms for the purposes

20 of this invention.

Some of the compounds of the present invention contain chiral centres and such compounds
exist in the form of isomers (e.g. enantiomers). The invention includes all such isomers and
any mixtures thereof including racemic mixtures. '

25
Racemic forms can be resolved into the optical antipodes by known methods, for example by
‘separation of diastereomeric salts thereof with an optically active acid and liberating the
optically active amine compound by treatment with a base. Another method for resolving
racemates into the optical antipodes is based upon chromatography on an optically active

30 matrix. Racemic compounds of the present invention can thus be resolved into their opiical

antipodes, ¢.g. by fractional crystallisation of d- or 1- (artrates, mandelates or



those with hydrochloric, hydrobron3.ic, sulfuric, sulfamc, phosphoric and
nitric acids. 19 January 2005 WO 02/08216 PCT/ DKO1/ 00510 1d0Jantiagy zomspound
of the invention nmay be administered in any suitable way such as orally or
parenteral | WO%¥21% nay be presented in any suitable form fREOT/BK@IHOST

adm nistration, for exanple in the formof tablets, capsules, powdlers,
syrups or solutions or dispersions for ‘injection. Preferably, and in

accor dancenyhbfsulpheniby P05 forQkahpR. PhESRMNouhdY S ht %fbseﬁthﬁveitiﬁﬂ ?Rﬁr‘é{l‘é& g the
invention is admnistered in the formof "a solid pharnaceutica ntity,

sui t abl y T§%0l¥ed kibthe forpratign oé diesibreomerit detivativior m of a suspensi on, sol ution
or dispersion for injection. Methods for the preparation of solid
pharmaceutical preparations are well known in the art. 1o Tablets may thus
0e, br epar ditnd il hanakki ol BAOARLPRIRC! Llboal fl Ak Al U &, AN/ Of
di l uents and subsequently conpressing the mxtlure I'n a convenren i

t abl et € i myanechsedeSuchErethpdsaaclode thdjadismsseddry Xirdquents CIRRRLE 8. Wilthfin
starch, I‘%ctose, t?é;:&um maggesi umstearate, gelatine, |actose, guess, and
the |ike. CRAVIGRES RacamatesAnd fesolutipns’sdohs Wileymandoyans New géork (b&Sdgpa,
preservatives, etc. may al so be used provided that they are conpatible with
the active is ingredients. Furthernore, the conpounds of this invention
may exi stOptivally activeaioaghoandsivah hlsd be pepaRddedif ptidIl MBiw b ardiaeayt i cal ly
acceptabl e sol vents such as water, ethanol, and the like. 'In” general, the
solvated forns are consi dered equivalent to the unsolvated forns for the
purposgs 20 of this invention. Some of the conpounds of the present

i nvention contain chiral centres and such conpounds exist in the form of

i somers Defmiti@hadublfiBicats The invention includes all such isoners and
any m xtures thereof including racemc mxtures. 25 Racem c fornms can be
resolved into the optical antipodes by known nethods, for exanple by
separat i of diastereoneric salts thereof with an optically active acid
and | i ber &t 8] "peas gﬂ?lioc‘élPlP’S% E@P?Wla‘#ﬁ-ﬁ’éefé’gﬁé)Bﬂﬂﬁ%WftF eed bnt with a
base. Another nethod for resolving racemates into the optical antipodes is
based upon chromat ography on an optically active 30 matri x. Racem c

conpotndFhefterth €, pakkyerdfers v @rrimhed dR vnbiscRe ARFOLWES Habh@ fdigidneaptsheal
carbon atoms inclusive, such as methyl, ethyl, 1-propyl, 2-propyl, 1-butyl, 2-butyl, 2-methyl-
2-propyl and 2-methyl-1-propyl. Preferred alkyls are methyl and ethyl,

Similarly, C, ;-alkenyl and C, ;-alkynyl, respectively, designate such groups having fiom two
20 to six carbon atoms, including one double bond and triple bond respectively, such as ethenyl,.

propenyl, butenyl, ethynyl, propynyl, and butynyl.

The term C, g-cycloalkyl designates a monocyclic or bicyclic carbocycle having three to eight
C-atoms, such as cyclopropyl, cyclopentyl, cyclohexyl, etc.

25

The term C, -cycloalkylalkyl designates a cycloalkyl as defined above and an alkyl as above.

The terms C, g-alkoxy and C, (-alkylthio designate such groups in which the alkyl group is
C,s-alkyl as defined above.

30

The term aryl designates an aromatic hydrocarbon such as phenyl or naphtyl.



anti podes, e.g. by fractional crystallisation of d- or 1- (tartrates,

mandel ates or 1 9 January 2005 WO 02/08216 PCT/ DKO /9() - 5fdianbry 2005

canphor sul na%g% salts for exanple. The conpounds of the present

i nvention 02%80%be resolved by the formation of diaster S PKe1/00510

derivatives. Additional methods for theysesolution of optical isoners,

known to those skilled in the art, s may be used. Such nethods incl ude

~ those di dkadgayheigrogryl Jefquset, 2 monGobt bicyclanHetBrocyilicearonmtic 'drogmtormmning, at
Racemat e nd | utyons”, John Wl ey and Sons, New York (1981). .

Gotteal i et i S 30hn 5L AR i BF SRR Bl G st i hiseotyl,

startingissetiefalal Simi f 1Rl 0N Fm’ﬁﬁ'«'%ﬁ“ Ha,%igg n

chloro, brono o}?’ i (1)11&%1?2 r éf gj’lyirﬂeigl h gens’ atrtéeﬁgglg’%id Sﬁéﬁes?genr&%%%

al kyl rebengmidazelyhr aniohdd Ricfonsbr hetehvatylal kil maaRepcliavidigolym BiRcialy.Si X.

car bon ator}s iﬂcl ysive, such as nethyl, ethyl, 1-propyl, 2-propyl, 1-butyl,

2- but yl , P52 §Fh1'312’-1-propyl and 2-nethyl-|-propyl. Preferred al kyls are

met hyl and ethyl. Simlarly, C2-6 al kenyl and C2_6-al kynyl, respectively,

desi gnate such groups having fromtwo 20 to six carbon atons, including

one doublMrepardodnekabipley e bond respectively, such as ethenyl, propenyl,

butenyl, ethynyl, propynyl, and butynyl. The term C3-9 -cycl oal kyl

desi gnates a nonocyclic or bicyclic carbocycle having three to eight

C at ons, h _as cl.opr.opyl., cyclopentyl., cycl ohexyl, etc. 25 The termC

s-cycl oa?é%?%Hlkwn%gtﬁ'ﬁﬁ%{%goﬁn@&e é?ﬂ%‘iﬁa%%’ﬁﬂgf‘i ned above and an al kyl as

abovey, The terns C, _6-al koxy and Cl_6-al kylthi o desi gnate such groups in

whi ch- the al kyl group is Cl1 _6--alkyl as defined above. 30 The term aryl

desi gnat €s analiylating aic atnjmrafdamtda Tswith aa allgiheinglagoiit ofdphtyla I 19 January

2005 WD 02/08216 PCT/ DKO1/ 00510 12 The term heteroaryl refers to a nono-

or bicyclic heterocyclic aromatic group containing at

G is a suitable leaving group such as e.g. halogen or mesylate.

15
the substituents R'-R"?, n, Y and X are as defined above;

2) alkylating an amine of formula I with an alkylating agent of formula IV



| east one N, S or 0 atom such as furyl, pyrrolyl, thienyl, oxazolyl,

i soxazolyl, thiazolyl, isothiazolyl, imdazolyl, pyridyl, 193.}9’riuﬁhd2005
‘tetrazol yl , Weeizadtgr anyl , benzot hi enyl, benzim dazol yl, i ndairypketivaberred
het eroaryl s are nonocyclic heteroaryls. Especially 5 preferred is thienyl.
10 Preparatory exanpl es The conmpounds of*“the invention may be prepared as

follows: 1) alkylating an amRie /of forrrul all with an al kyl ating agent of
formulal Gis a suit gavi Ng b oup such as e.g. hal ogen or nesylate.
ux (H is (E) the substirtyer R R12, p, Y and X are as defined above; 2)
al kyl ati ng an am ne of for i n al kyl ating agent of formula IV

WO 02/ 08216 13 R10 wher ei - trtuepts R --R12, Y and X are as
defi ned above; 5 19 Janug ] KO1/ 005103 ling of an aryl
subsitituent of fornula Vi ybrorride derivativs of formula V
wherein the substituents R4-| ¢ hal ogens -Wand R -R 2, n, Y and X

2 (V) 10 (Iv)

wherein the substituents R*-R*, n, Y and X are as defined above;

3) Coupling of an aryl subsitituent of formula VI to the aryl bromide derivative of
formula V wherein the substituents R*-R” are halogens, R'-R* and R®R" , n, Y and X are as

defined ahove

/OH
ARYL—B
: ~
OH

(V)

R10
V)

10

-~

43 hydrolysing the ester group of a compound of formula VII to obtain the corresponding

carboxylic acid derivative

15



4) hydrolysing the ester group of a conmpound of fornula.VIl to obtain the
correspondi ng carboxylic acid derivative 15 19 January 20{apjanVihidbas118216
PCT/ DKO / OO8MB8%6Rt 0 t he substituents R -R12, n, and Y ar ePGEBDHeF(056d
above and X is OHin the final product. Ehe al kyl ati ons according to
met hods 1 and 2 are conveniently carri ec} out in an inert solvent s such as
a suitably boiling al cohol or k_‘*onﬁe,o ,in tetrahydrofuran, preferably in
the presence of an organic or i yani'c base (potassium carbonate,
di i sopropyl et hyl am ne or tie Lae) at _reflex tenperature.
Alternatively, the al kylation f or ffed a fixed tenperature

t iA]'one of the above-nentioned

solvents or in dinethylfogs fit , i hiy1's X1 or
N-met hyl pyrrolidin-2-one, preferlablylin-the io presence of a base. Reagents
of formula | are prepared by rret‘ods described in t literature, see. e.g.

US 3,549,656, GB 1166711 and Dykstraet-&2 J Med. em 1967, 1.0(3),
418-28. dycine derivatives of for Il are well described in the
literature. 15 . Am nes of formula are prepared as described by Bigler
et al. Eur. J Med. Chein. 1977,gs12, Y289 RBi aryl derivatives of formula IV
are prepared by suzuki type couplinglof an aryl boronic acid wth the
desired halide in dinethoxyethane,teffahydrof uran or tol uene containing an
i norgani ¢ base such as sodi um carbonate and a pall adium catal yst at a
tenperature between 20 room tenperature and the boiling point of the

sol vent . thErsebititdend RERS? ac and ¥i 126 at GefifRl IBEk AridSX SOOMER MRk pRERECT Ted i n
a suitably boiling alcohol in the presence of an agueous basée such as e.g.

sodi um hyB¢ 8%yiations acsatsling fo methods Aaud @ arcRvpversenttit ¢angedhaittan amkrtoblvear nul a
\F{ C?'; eDIpor ?8:81%?% s%@%ggg}%{é%%ﬂ gr' ke]tgne‘]oarlgrl1J ?Jt?éh% %gnanv,\%rg e%ag?yzi]ﬁ%e presence of

an organic or inorganic base (potassium carbonate, diisopropylethylamine or triethylamine) at

reflux femperature. Alternatively, the alkylétion can be performed at a fixed temperature

which is different from the boiling point in one of the above-mentioned solvents or in

dimethylformamide, dimethylsulfoxide or N-methylpyrrolidin-2-one, preferably in the

10 presence of a base.
Reagents of formula I are prepared by methods described in the literature, see. e. g. US
3,549,656 , GB 1166711 and Dykstfa ct al. J. Med. Chem. 1967, 10(3), 418-28.

Glycine derivatives of formula T are well described in the literature.

15 Amines of formula i are prepared as described by Bigler et. al. Fur. J. Med. Chem. 1977, 12,
289. ' |
Biaryl derivatives of formula IV are prepared by suzuki type coupling of an aryl boronic acid
with the desired halide in dimethoxyethane,tetrahydrofuran or toluene containing an
morganic base such as sodium carbonate and a palladium catalyst at a temperature between

20 ToOm temperature and the boiling point of the solvent.

The hydrolysis according to method 4 is conveniently performed in a suitably boiling alcohol
in the presence of an aqueous base such as e.g. sodium hydroxide at ambient temperature. The

starting materials of formula V are prepared by methods 1 or 2.



Melting points were determned on a Biichi SNP-20 apparatus and are _
uncorrected. Analytical LC Ms data were obtained on a PE fSrisgwarf00550EX
instrument equi pped with lonSpray 5 source and Shimadzu LC SA/ SLC- 10A LC
system TheWO®2&8tditions (50 X 4.6 ntn YMC ODS-A with 5 pRCPONMGIEIsi ze)
were linear gradient elution with vvateﬁacetoni trile/trifluoroacetic acid
(90:10:0.05) to water/acetoizitrile/triftuoroacetic acid (10:90:0.03) in 7
mn at 2 Edpemiment®urity was determned by integration of the UV trace (254
nm. The retention tinmes, R are expressed in mnutes. 1o Mass spectra were
obt ai ned by an alternating scan nethod to give nol ecul ar wei ght

i nf or mat ixgpu, The: o.M : | 9 t
(5- 200y ating PEREENGE A AP ont Bt e Rl BpASR e oo b L AR
LC- M5- seaC-M$ ditawass ¢iiihed 686 POBoideA BRIBDEN ikt &i8R equipped with CouBHrky Ons

(50 X 20 nm YMC ODS-A with 5 m ﬁ@{“ cle size) were linear gradient ‘el ution
with 15 kavnee aad Shigmden LIS ASLIT- Lk b&owstem. 3b¢ BC(®OARIONO (505X 4tbomm YMC

wat er/ ac LAdtkilel/trifl yuoroacetic acid,. :90:0.03) in7 mnat 22.7
nL/ nin. E?]g%)tﬁllo tlhcsglfl?gélft’ic ens%éé’v ebeéﬁ[feéuf ?@ﬁle{iéquﬁb?q Vi ow M5 detection. 'H
NMR s pectwaetMRERnit8RAFH AB6koatet Aid k80 Wio. 03 t PwBeHE @ or AL & SRR acid
instrunment or at 250.13 MHz on a Bruker AC 250 instrunment. Deuterated
chl or of o h:§0:9.03%) 7 vyin ai Zreilliyin. PROtyswdsfdekirchine( 9. iatB)ation pEthedBd tase (254

sol vent s. 'Sr\/fgwéé sed as jnternal reference standard. Chem cal shift
val ues ar@exp? eg’ﬁanlﬁﬂl FIcHRISSSCF HEYIBIGSowi ng abbr evi ations are used

for nyl trpkigd P{B@ j TRy = ~triplet,
q:quar1 t et ﬁagﬁi%%lvﬁé;r% , “‘Eﬁgg{ﬂe&% }teﬁ?@lg{}%%xgﬁjgﬂ%g%gg{e%%{s é%%[u‘{g‘%lgﬁtt riplet,
dg=doubl énfguasticai Thé tnoldcudk édn, OIHL, MrRlobtSned el biifit€loltagh ¥ owyagd ngl et .
NMR signagl s corresponding to acidic %r otons are generally omtted. Content

25 of wat@gueRiatipy athigh prificewipeat®Vdas determined by Karl Fischer

tit ti k . d f 1 { ti i,th t.
i ot ol ARATEMOIROR WS BRMERACRNS sdie Bt AG Thelh findiflns s0
combi ned Xp2@am YME ODS:-WSwitR 8 e paisle Mps e lidNale5libnt dliddBf4ing and

evaporation of the solvent in vacuo. For” colum chromatography, silica gel
of type Nas@regenitrigtniflagogeatio@cidd8hi2RkEDN) Wwewatas stonkinile/ridhomaciinapdd

220776, WAl ALL8ST B i 822" D Seskt Gbfalimtcnis Dikismeg WPbRohRE MSth 10
% sol uti gpre@foracetic acid in nmethanol (3 nL). 19 January 2005 WO 02/08216

PCT/ DKO1/ 011510 _
"H NMR spectra were recorded at 500,13 MHz on a Bruker Avance DRX500 instrument or at

250.13 MHz on a Bruker AC 250 instrument. Deuterated chloroform (99.8%D) or dimethyl

20  sulfoxide (99.9%D) were used as solvents. TMS was used as internal reference standard.
Chemical shift values are expressed in ppm-values. The following abbreviations are used for
multiplicity of NMR signals: s=singlet, d=doublet, t=triplet, g=quartet, qui=quintet, h=heptet,
dd=double doublet, dt=double triplet, dg=double qﬁértet, tt=triplet of triplets, m=multiplet,
b=broad singlet. NMR signals corresponding to acidic protons are generaily omitted. Content

25 of water in crystalline compounds was determined by Karl Fischer titration. Standard workup
procedures refer to extraction with the indicated organic solvent from proper aqueous ~
solutions, drying of combined organic exiracts (anhydrous .MgSO‘, or Na,S0,), filtering and
evaporation of the solvent i vacuo. For column chromatography, silica gel of type Kieselgel
60, 230-400 mesh ASTM was used. For ion-exchange chromatography, SCX, 1 g, Varian

3 Mega Bond Elut®, Chrompack cat. No. 220776 was used. Prior use of the SCX-columms was

pre-conditioned with 10 % solution of acetic acid in methanol (3 mL).



16 The follow ng exanples will illustrate the invention further. They are,
however, not to be construed as limting. Exanple I |a, N193janbafy 2009- 1-
4-fluoro he di h droi sobenzofuran-1- | -1- propyl glycnec

ci ne. et hyl %b %/{'8@ & A stirred mxture of CT/DKO1/66510
3-(5-cyano-| - (4-fluorophenyl)-1, 3-di hydrgi sobenzofiran-1.-yl)-1 propyl
amne (1.5 g), potassiumcarbonate (1.3 and ethanol (15 nL) was treated
dr opwi se Ve follawingdxatriphes veill iitdtyte thednmatieh &irthef OTHEY 289, hoe@anab b 15
mL) at roon%tl%@)qraturia{After reflux for 1.5 h, the m xture was cool ed
and concefff Sipmpngdxamplehdard work-up with ethyl io acetate gave an
oil which was purified by flash chromatography (el uent heptane/ et hyl
acetate/triethylam ne 26:70: 4) The title corrpound was obtai ned as a cl ear

oi | (0. 77 N3t : N
3- 5-C ano-1I- &- ] oS ober

meth | gl esterne.eth | ester. Astlrred m xture of 3. (5 cyan

| -(4-fl ugé ﬁhenyl) 1, 3-di hydr oi sobenzofuran-1-yl)-l-propyl iodide (3.1 g),
et hyl SHY PG MpEEeATS-(aCyeng)l @nﬂﬂfﬂpﬁtmyl)ﬂs%ﬁr}mdmlm’nen@m¢-gl)—lrprogﬁl

acet at - gava- o ERboblbe Spls LTS hperelios BT RRL AR SRt

hept ane/ eohitionageih§! Bldiidaekia (817 fidiot ¢l $ha1giay i e d as
a clear oil (1. 4g§h:§ LCIMS (mz ( %?me ,%puﬁlga d&l%emjgg%%ﬂ&%&;%ﬁdg
3a, N 3-fo5l.Ghythsmixture fag @odeﬂuemd Qonclam%ateﬂ fn wcaosﬁxbm'mbwwanp Mthlethﬁ

1) | dr ochl
(3- 5.y AREAC RIS i (WG ks B FRplresemasmspi(elient boptynsitlg

(2 ) pee e A R SO s rR R iR TPt = 4k AR WY P
teyrgerat WEMDm/2) 383 AdHB3tpueing (0V):p49980 < 6.5 with dilute hydrochloric
aci

Example 2

15
2a, N-(3-(5-Cyano-1-(4-flucrophenyl)-1,3-dihydroisobenzofuran-1-y1)-1-propyl)-N-
methylglycine.ethyl ester.

A stirred mixture of 3-(5—cyan0~1-(4-ﬂuor0pheny1)-1,3—dihydroisobenzoﬁ1ran~1-yl)-l—propyl
iodide (3.1 g), ethyl N-methylglycinate (4.4 g) and diethylisopropylamine (4.4 g) in

20 tetrahydrofuran (50 mL) was refluxed for 16 h. Standard work-up with ethyl acetate gave an
oil which was purified by flash chromatography (eluent heptane/cthy] acetate/triethylamine
64:32:4) giving the title compound as a clear oil (1.4 g).
LC/MS (m/z) 397 (MH+), purity (UV): >99%

25 KExample 3

3a, N-(3-(5-Cyano-1-(4-fluorophenyl)-1 3-d1hydrmsobenzofuran— -yD-1-propyl)glycine
hydrochloride
A mixture of N-(3-(5-cyano-1 ~(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-y1)-1-

30, propyl)glycinegthyl ester (0.7 g), methanol (6 mL) and 6 M sodium hydroxide (2 m1L) was




foll owed by standard work-up W|th ethyl acetate gave the title conmpound as
an oil (0 2 9. LOM (rr|/z) 355 (NISI+), purity (W): >Q9%rﬁaa}yf'!2(m5

sim | ar foll owi ng conpound were prepared: 3b, N
4-f1 uoro he zm%ﬂg di h droi sobenzofuran-1- | -1- roi -N r’?é:tTfP"i"/ﬂ"‘df’ne

hydrochl oride. LC/ M5 (mlz) 369 (1VIH+), 149urity (W): >90% 10 3c, Exanple
4: N-{3-[1-(3-chorophenyl)-.1, 3-di hydr oi sobenzof
trap- | - yisfied gt e et dr @ lya&djmstmhlytcbfqnﬂ'rﬂomﬁ devittGlilBe fpdodhl36Oacid
| VMLH+ £ l e 5:
(N—{3 [1)( (%%4 ‘%llﬁ%?‘@ﬁé‘??@ﬁkp Wgﬁ)eml?d Bceéﬁfﬁ%‘f%h% GHe Aompamshas angih O2-gr opy!

éN- EXmet h%@%&g{r@%m@ %hgpanhcgy@%( mz) 394 (11gl+), pur| ty (UV 79%
e, Exanpl e

N-{3-[1-(3-trifluoronethyl phenyl)-1, 3-di hydr oi sobenzofuran-I--yl]-1

pr opyI met hyl (1- 20 ethyl)glycine hydrochloride LM (mz) 422 (M),
pur i ty ( ?g%u ar gpannpx, gﬁgpgowmg compound were prepared:

N-{3-[ 1- (4- net hyl phenyl ) -1, 3-di hydr oi sobenzof uran- 1-yl ] -1- propyl }-N

met hyl gl yci ne. hydrochl oride 25 LU I\/S (mz) 378 (MH), purity (UV 91%
39, ExanmpbeN&3- i

N-{3-[1-(4-1l uorophenyl) - - F"oi sobenzofi

methyl gl ﬁﬁ%ﬂmﬁa@mp pridey LC/IVB (mz) 344 (M—I+) purl ty (LV 81 % 30
2005 0 216 PCT/ DK01/ 00510 18
N-{3 [ n?‘g]ﬂ% @pﬂ%mﬂi 'éma'l(ﬁsar @dbenzof aran-1yl]-1-propyl} N
met hyhal 38 mémple 4:
N-{3-[1-(3-chlorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl} -N-methylglycine
hydrochloride
LC/MS (m/z) 360 (ME+), purity (UV 90%)
3d,Example 5:
15 N-{3-[1-(3-trifluoromethylphenyl)-1,3-dihydroisobenzofuran-1-y1]-1 -propyl}-N-

methylglycine hydrochloride.
LC/MS (mv/z) 394 (MH+), purity (UV 79%)
3e,Example 6:
N-{3-[1-(3-trifluoromethylphenyl)-1,3-dihydroisobenzofuran-1 -yl]-1-propyl}-N-methyl (1-
20 ethyDglycine hydrochloride
LC/MS (m/z) 422 (MHA), purity (UV 79%)
3f, Example 7: |
N-{3-[1-(4-methylphenyl)-1,3-dihydroisobenzofuran-1-yI]-1-propyl}-N-methylglycine.
hydrochloride
25 LC/MS (m/z) 378 (MH+), purity (UV 91%)
3g, Example 8:
N-{3-{1- (4—ﬂuoropheny1) 1,3-dihydroisobenzofuran-1-yl}- 1-propy1}-N—methylegcme
hydrochloride
LC/MS (m/z) 344 (MI—H), purity (UV 81%)
30 3h, Example 9



3] , Exanple

hydrochloride LCOMS (mz) 358 (M+), purity (UV 81"/0) 3i, Exanple 10 s N

{3-[1-(4-fluorophenyl)-1, 3-di hydroi sobenzofuran-1-yl]-1- prmpmh&,a@dzueg hyl
(I- ethyl )g% i_ne hydrochl oride LOIMS (mz) 372 (NE3+), pur (UVv 8610)
0 ORg167 3. [4 chloro- | -(3 -nethyl-4- fIuorophen;ﬂ‘g{rfﬁ'\‘gm""m

- di hydr oi sobenzof ur an 1-yl]-1-propyl) -Ng io nmethylglycine hydrochloride.
purity (UvV 86% 3k, Exanple 12 N

LO M5 (m_z) 392 élug

{3-]4- ch|1*6-r{é i (f(r mpbpbﬂhdsﬁfﬂ yilrosotienzofpgarnl y8ibkprapyli-Hrmgthylalanine
yl]-1. 6&% rrethyl gl yci ne hydrochloride. 15 LOMS (mz) 394 (M),
purlty( 1 Example 13 N- {3 -[5-chloro- |

4- chl orgphen ?\th_ i ] Iran-1-yl]-1-propyl) : N
m(et hyl al %‘Tﬁcean%r%%sﬁ ori %’ce&g‘ﬁié?ﬁggzmn?@) 408 (NK/H%, pEri !toy (Uv 85% 20 3m
Exanpl e chloro- |-(4-chl orophenyl -1,3
- di Esdrm %9 {Eftljran I ( pyl RI— rr)ét) | yci ne hydrochl ori de.
LC MB T ni'?) %gi %kﬁdﬁ @@Y@‘Wﬂgg%zoﬁ%}-l fepyhisNagethyl (1-
N={ 3- [ 6- ¢l }ﬁ%ﬁyel iyl)-1, 3-di hydroi sobenzof ruran-1-yl]-1-propyl
} N rrethylba'g?cmeh roc ride. LM (mMz) 374 (MH), purity (UV 76%
30, ExarTﬂlCé’I\MnNz) 32 (TP, prudty XUV 86%) :

_(4-net hoxyg 1 1, 3-di hydr oi sobenzofuran 1-yl]-1-propyl)-N 30
met hyl gl ﬁdq ’(Piﬁ behl ori de LG/ MB (rn/z) 390 (MH), purity (UV 98% . 19

January %@-qg-[éi—chloro-i—(3-methyl—4—ﬂuoropheny1)-1,3~dﬂ1yd1'0150ben20fllfaﬂ~1'Yl]*I*PIOPyl} -N-

10 methylglycine hydrochloride.

LC/MS (in/z) 392 (MH+), purity (UV 86%)

3k, Example 12 |
N-{3-[4-chloro-1-(4-chlorophenyl)-1,3-dihydroisobenzofiuran-1-y1]-1-propyl}-N-
methylglycine hydrochloride.

15 LC/MS (m/z) 394 (MH+), purity (UV 98%)

31, Example 13
N-{3-[5-chloro-1-(4-chlorophenyl)-1,3-dihydroisobenzofuran-1-y1]-1-propyl}-N-
methylalanine hydrochloride

LC/MS (m/z) 408 (MH+), purity (UV 85%)

20 3m, Example 14
N-{3-[6-chloro-1-(4-chlorophenyl)-1,3-dihydroisobenzofuran-1-yl}-1-propyl}-N-
methylglycine hydrochloride. | | |
LC/MS (m/z) 394 (MH), purity (UV 99%)
3n, Example 15

25 N-{3-[6-chloro-1-(4-methylphenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl}-N-
methylglycine hydrochloride. |

' LC/MS (m/z) 374 (ME), puzity (UV 76%)
30, Example 16
N- {3~[6-chloro-1—(4~methoxyphenyl)—1,3-dihydroisobenzoﬁ1ran~1-yl]—l—propyl} -N-

30 methylglycine hydrochloride |

LC/MS (m/z) 390 (MH), purity (UV 98%).



WO 02/ 08216 PCT/ DKO /00510 19 3p, Example 17 N
{3-[5-fluoro-1-(4-chi or ophenyl) - 1, 3- di hydr oi sobenzof uran- I1g/jdnuégp;_ra@gyl }- N

met hyl gl yci ne hydrochloride. LM (nfz) 378 (MH), purity (UV 8 s 3q,
Exanpl e 18 WO 02418216 PCT/DK(n/ousm

N-{3-[5-fl uoro-1=(4-nmet hoxyphenyl)-1, 3- ]lr%hydr oi sobenzol uran-1-yl]-I-propyl}
-N met hyl gl yci ne hydrochl oride. LC I\/IS (mMz) 378 (MH), purity (UV 999 .

3r, Exanp3g EX
{3-[5- trlfluororreth l(&g‘ﬂ&f f | uor ophenny I) 1, 3-di hydroi soberi zofiuran-1-yl]-
F

-1 propy! N=:-[5-fhaswenlt rﬁﬁlﬂwﬂfbﬁ-ﬁihyﬂrdwbbﬂd\ﬂ&a@m ~ybl-14BpyIMMNF) | purity
(LTV 81%

{3-[5- trl?lfﬁigm?é?% C%‘?c(riflg;l uor ophenyl ) -1, 3-di hydr oi sobenzof ur an- | -yl]-1-

propyl } - '\LC/?MS whal de LO M5 (mz) 426 (M), purity (W
Deop” 2as B 78| QNS plBHG @B IK)
{3-]5- @ya?vq,IEx@@tplael&]yl 4-fl uorophenyl ) -1, 3-di hydr oi sobenzofuran-1-yl]-1.-pr

I} N | hioride. 20 LG/ MS (rn/z) 383 (MH ity (UV
:535“}0) W bkt e F&l'k}ﬁﬁ;@hydﬁwobg%%ﬁ%é};m@ 28;3 p?;ﬂy (
- n.I1 ne I oc ori dae VA ,
pu¥| ty (Uveb%!%yclh%erﬂ%a%}ﬁ ‘ﬁ“}d% 23 25

N-{3- [ 5- cyadM (p4) B8 vEERPh pady UV, 89%9).hydr oi sobenzouran-1-yl]-1- propyl} N
net hyl gl yci ne hydrochloride LG/ MS (nz) 381 (MH+), purity (W 819% . 3X,
Exanpl e 2% Rqmpled9cyan- | - (4-f | uor ophenyl ) - 1, 3- di hydr oi sobenzof uran- 1-yI ] - 1

propyl 15 I\ka {3-[5-trifluoromethyl-1-(4-flucrophenyl)-1,3-dihydroisobenzofuran-1-yl}- l-propyll-Nu

methylglycine hydrochloride
LC/MS (m/z) 412 (MH+), purity (UV 81%)
3s, Example 20.
N-{3-[5-trifluoromethyl-1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-y1}-1-propyl}-N-

15 methylalanine hydrochloride
LC/MS (m/z) 426 (M), purity (UV 98%).
3t, Example 21
N-{3-[5-cyano-1 ~(3-methyl-4-fluorophenyi)-1,3-dihydroisobenzofuran-1-yl}-1-propyl}-N-
methylglycine hydrochloride.

20 LC/MS (m/z) 383 (ME-), purity (UV 83%).
3u, Example 22
N-{3-[5-cyano-1-(4-cyanophenyl)-indan-1-yl}-1-propyl}-N-methylalanine hydrochloride.
LC/MS (m/z) 388 (MH+), purity (UV 80%). |
3v, Example 23

25 N-{3-[5-cyano-1-(4-methoxyphenyl)-1,3-dihydroisobenzofuran-1-yl}-1-propyl}-N-
methylglycine hydrochloride
LC/MS (m/z) 381 (MH+), purity (UV 81%)..
3x, Example 24
N-{3-[5-cyano-1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1 -y1]-1-propyl}-N-

30 methylglycine hydrochloride.
LC/MS (m/z) 369 (MH+), purity (UV 98%)



30 met hyl gl yci ne hydrochloride. LM (mz) 369 (ME+), purity (UV 98/0) 19
January 2005 WO 02/0x216 20 PCT/ DKO1/00510 3y, Exanple 25 18-Jahdardy 2808yan- |

-(4--fluoro - 1, 3-di hydroi sobenzofuran- | -yl] ethyl }

- N- et hyl gl W%l")l‘rédr ochloride. LC/MS (nn/z) 355 (MEN+), puf§TYKIURI YKoy

s 3z, Exanmple 26 N--{3-[5-Chloro-I -(4-0@00r0-phenyl ) -i ndan
1-yl]-propyl}}-Nnethyl glycine hydrochloride LCIM (mz) 392 (MH), purity
(LV 98% &@x@bﬂﬁﬂe 27 N-{3-[5-Chloro

| - (4-chl gro-,phenyl ) -indan-1-yl]-propyl }- N pethyl al ani ne hydrochloride 1o -
Lo s (i) CAGe ey A Birpenl i oy b perziiign 4 AN -methy elycine

{3-] 3- spiﬂﬁy&ﬂ&%nt yl -1-(4-nmet hyl phenyl)-1:, 3-di hydr oi sobenzofiuan-1-yl]-1
propyl }-N- net hyl gl yci ne hydrochl ori de Sac, Exanple 29 15

N- [ 3- ( 3, T-Oivie (i) 355 et puirit3{OVDAdE)0- benzo[ c] t hi ophen-1-yl ) -propyl ] -N-me
t hyl gl yci ne_ hydrochl ori de 3ad, Exanple 30

N[ 3- (3, 32%EXa0RIR261- phenyl - 1, 3- di hydr o- benzo[ c¢] t hi ophen-1 -yl )

(315 v AR cusf e Ditdena ol TR el e Hyfpeplorde © 52
propyl } - -INE/MIS (i) 9bY ehamer) Lk (0Wiosy;)440 (M), purity (ELSD 93%  3af,
El-x?gpl[ i- 3-3(?;4,2%h¢mpls|ﬂﬁenyl ) -3, 3-di nxet hyl -1, 3-di hydr o-i sobenzofuran-1-yl]-eth
. yIb-N- {3-[5-Chloro-1 ~(4-chloro-phenyl)-indan-1-yl}-propyl} -N-methylalanine hydrochloride
10 LC/MS (m/z) 406 (M), purity (UV 95%)
3ab, Example 28
N-{3-[3-spirocyclopentyl-1-(4-methylphenyl)-1,3-dihydroisobenzofuran-1-y1}-1-propyl}-N-
methylglycine hydrochloride
3ac, Example 29
15 N-[3-(3,3-Dimethyl-1 ;pilenyl-l ,3-dihydro-benzo[clthiophen-1-yl)-propyl]-N-methylglycine
hydrochloride
3ad, Exampie 30
N-[3-(3,3-Dimethy}-1-phenyl-1,3-dihydro-benzo[c]thiophen-1-y1)-propyl]-N-methylalanine
LC/MS (m/z) 370 purity (UV 96%) - |
20 3ae, Example 32 ,
- N-{3-{5-Bromo-1-(4-chlorophenyl)-1,3-dihydroisobenzofuran-1-yl}-1-propyl}-N-
' methylglycine
LC/MS (m/z) 440 (MH-+), purity (ELSD 93%)
- 3af, Example 33
25 N-{2- 1—('4-Ch10ro-pheny1)—3,3-dimethyl—l ,3-dihydro-isobenzofuran-1-yl]-ethyl}-N-
methylglycine g
LC/MS (w/z) 374 (MEH), purity (UV 72%)-
3ag, Example 34
N-[3-(3-methyl-1-phenyl- 1#4-inden-1-yl)-propyl]-N-methylglycine
30 LC/MS (m/z) 336 (MH-+), purity (UV 85%)
~ 3ah, Example 35



met hyl glycine L MS (mz) 374 (MH), purity (UV 729% 3ag, Exanple 34 N

[ 3- (3-net hyl -1 -phenyl -1 Hinden-1-yl) propyl]-Nnethyl gl y CiqREIandaryl280N/5
(mz) 336 (Wrdzespy ity (UV 85% 3ah, Exanple 35 19 January 05 VWO
02/ 0. 8216 PCT/ DKO1/ 00510 21 N-[3-(5-Chl or o- 1- t hi ophen- 2 FCHBK/ns10

yl -1, 3-di hydr o-i sobenzof uran- 1yl ) - pr opylsjN-net hyl al anine LC/ M5 (mz) 380

MH) | I 85% .3ai, Exanple 36 N-[3-(5-Chloro-I
Et hi 2)ph%ﬂ%ﬁﬂ&@%ﬁﬁ%ﬁhﬁﬁ%ﬂb&ﬂ%ﬁhﬁo engbfurpr-bpHiropylid-methyldamndy | ) -
5 glycin : ' UV 809 3aj, Exanple 37
N30 (3 %e?%%%ﬁéﬁ?I@?@gw%wgs%%bénzof e Vi) propyl ]
N- net hy| dadjtitenple€6MS (' z) 354 (MH), purity (UV 78% io 3ak, Exanple 38
N-[ 2- (3-nethyl - 1phenyl -i ndan-1-yl)-et hyl]-am no}-Nnethyl alanine LC M
m z) 45 DN-13FGhjorptivitaomhen 2axl; 1, iyt ceisBenxofuBar]-1-yl)-propyl]-N-methyl (1-ethylf—

(
1- (4-Chl =phenyl ) - 5- (4- met hyl - phenyl ) -1, 3-di hydr o-i sobenzofuran-1-yl]-eth
yl}- q]lggﬁq?r%{g%yl -glycine Exanple 4 20 4a, N '

{ 3- [ 5- Br groyned Ay 394@41}1:@19&%9 ¥bdo 1, 3-di hydroi sobenzofuran-1-yi)-1-ethy
| }-N- et hyi gl g/cizﬁe et hyl “ester @222@ 0.5miol) was dissolved in a 1:1

m xt ure J8J, ExampdhJdr of uran and di net hoxyet hane (3 L) containing tetralcis

(triphen hi ne) pal | adi um.under nitrogen. To the reaction was added
4-chlor oﬁ?g%ﬁ”ﬁwgﬁ’iﬂﬁ?a@né{ 1 -g-dibxserisobenzpdirapnd Fy)-renyi-Nemetiydalenise s odi um

car bonat ¢ (gt 1 ] oand the reaction was heated to 65 C
for 18 hours. %%%?Q@o%ﬁé@@?%éﬁ wth
10 3ak, Example 38
N-[2~(3-methyl-1-phenyl-indan-1-y1)-ethyl]-amino}-N-methyl alanine
LC/MS (nv/z) 451, purity (UV 92%) |
3al, Example 39
N—{3-[1—(4-Chloro—phenyl)-5-(4—methy1~phenyl)—1,3—dihydro-isobenzoﬁ11'an-l-yl]-ethyl}-N—
15 methyl-glycine

Example 4

20 4a, N—{3-[5-Bromo-chloro-1-(4—ch10ropheny1)-1,3—dihydroisobenzoﬁ1ran—1—yl]-l-ethyl}-N—
methylglycine ethyl ester (226mg, 0.5mmol) was dissolved in a 1:1 mixture of
tetrahydrofuran and dimethoxyethane (3 mL) containing tetrakis
(triphenylphosphine)paliadium under nitrogen. To the reaction was added 4-chlorophenyl
boronic acid (102mg, 0.75 mmol) and 0.5M aqueous sodium carbonate solution (2mL,

25 lmmol) and the reaction was heated to 65 °C for 18 hours. The solution was diluted with
water {5 mL) and ethyl acstate (7 mL). The organic layer was separated and the aqueots layer
was re-extracted with ethyl acetate (5 mL). The organic extractions were combined and
washed with saturated brine solution (7 mL) beforé being evaporated in the presence of 1g of
silica gel. The crude product absorbed on silica gel was poured on top of a 20g silica gel

30 cariridge and eluted with a gradient solvent system eluting from heptane to heptane/ethyl



water (5 nL) and ethyl acetate (7 mL). The organic |ayer was separated and
t he aqueous |l ayer was re-extracted with ethyl acetate (51gLJ)3nu§'rpQgg5gan| C

extracti onsyvpepesaenbi ned and washed with saturated brine g@% o’ ]Z )
bef ore being evaporated in the presence of ig of silica gel e cru
product absorbed on silica gel was poureg on top of a 20g silica gel 30

'cartridg ut e tha adl nt solv m e] uting from heptane to
hept ane/ e‘f‘éﬁald(lab)oﬁ‘? %Pﬁ? %6@ bi{@lf/%i)éféﬂg@ﬁ‘la)n a%@g‘d@l: 1)
over 37 gyautes, The product was |soI ated as a light oil (135 ng, 649%.
LC M5 479. The conpound was hydrol ysed as described for Experinental 3a to
gi ve theThke nemhylglcw:asdwdrﬁyshdms hilesuribdé fate:ipeaitien) 3a fo giCk Mz ahahy AEne

purity ( an anal ogous fashion, the follow ng conpounds were,
pr epar edHVdrﬂgh/Po fTeine N

f3-f1 -4 oxy- phenyl ) -1, 3-di hydr o-i sobenzof ur an- |
-ylj-ethyl) l\@ﬂ%@ Hnt? Ci n%%/lbg LC 1\ 4S (niz) 452, purity (UV 94% A4c,

Exanpl e Idaianaldgouf fash&n@hb(fﬁldb\ﬂhgw oﬁndszvérb m?a@ayl)
1, 3-di hydro-i sobenzofuran- | -yl] thyl) - met hyl - gl yci ne LCIMS (m z)
428, pur fibyEXanwpleddy 1.5 4d, Exarrpl e 42 N-

ANt e N G e A el il
2
N?f3 [I-mem&lgér%n-e henyl ) - S- (4- et hoxy- phenyl ) -1, 3-di hydr o- |sobenzof aran- 1-

1] - pioopb MUY puity CUNOTANS (7). 466, purity (W 95%
4e, Example 41 .
N-{3-[1-(4-Chloro-phenyl)-5-(2-thiophenyl)-1,3-dihydro-isobenzofuran-1-yl]-ethyl}-N-
methyl-glycine
LC/MS (m/z) 428, purity (UV 96%)

15 4d, Example 42
N-{3-[1-(4-Chloro-phenyl)-5-(4-methyl-phenyl)-1,3-dihydro-isobenzofuran-1 ~yi}-propyl}-N-
methyl-glycine
LC/MS (m/z) 450, purity 91%
4e, Example 43 _

20 N—{34[1-(4~Chloro—phenyl)—5—(4—methoxy-pheny1)—1,3-dihydro~isobenzoﬁ1ran—l-yl]-propy1}~
N—methyl—giycine '

LC/MS (m/z) 466, purity (UV 95%)
41, Example 44
| N- {3~[1—(4~clrﬂoro-pheny1)—5~(4-uiﬂuoronlethy.l-phenyl)-1,3»~dihydro—isobenzoﬁnan-l—yl]—
25 propyl}-N-methyl-glycine -
LC/MS (m/z) 504, purity (UV 89%) | -
4g, Example 45
N-{3-{1-(4-Chloro-phenyl)-5-(4-chloro-phenyl)-1 ,3-dihydro-isobenzofuran— I-yl]-ethyl}-N-
methyl-glycine
36 LC/MS (m/z) 456, purity 96%
4h, Example 46 '



4f, Exanpl e 44

N- 13 [1-(4-chloro-phenyl)-5-(4-trifluoroniethyl-phenyl)- 1,48 ghbxgr00ssobenz

‘of aran- 1- ylE‘}{ 25 PrOpyII -N-1I1Chyl-glyCne LUMS (mz) 504, purity (W

89% 4g, ppfgas PCT/DKO1/00510
N-13-[1-(4-Chl oro-phenyl)-S-(4-chl oro- p?gnyl ) -1, 3-di hydro-i sobenzof uran-1-y
I'l-ethyl)-N nmethyl-glycine 30 LC/1\4S (M z) 456 purity 96% 4h, Exanple

46 19 Jaﬁ*{reiwlﬂ}@lorm@gﬂb&zmhmmhmﬁm 3- amymro-{sab@ﬂzoﬁ#m;myq; 0

phenyl ) -5- (y fqh th|o hen-2-yl ) -1, 3-di hydro-i sobenzofuran -1-yl] ethyl}
“Niret hy! St B12) 462, purity 74% 41, Example 47 s N

{3-[1-(41CTvey (%n/ % [.2 émet hyl - phenyl) - 1, 3- di hydr o-i sobenzof uran-1-y1]
-ethyl }-N- nethyl-glycing LOM (mz) 436, purity W 94 % 4j, Exanple 48

N-{3-]1- @4E3|ah1pﬂ®47phenyl) 5- (2- net hyl

henyl dr o-i sobenzof uran- 1-yl ] - et hyl o nethyl-glycine LC/ M5
?m 231 %3 %%?3‘&;@/ hlorpphenyihg-(3-meth: ] lblﬁgdliwdm—lsobenzofurzé- -%I]Yeﬂlyl}~N-
{3-[1- (45,%?}%};%%(& phenyl) - 5- (2 5-di chl oro- phenyl ) -1, 3-di hydr o-i sobenzof ur an-
| -yl]-et met hyl - gl ycuie 15 LG M5 (m z) 490, purity 94% 41, Exanple

50 N-{3- E.IJ/MS @b ; plaeRyUN-&t 43- tri f | uor onet hyl
phenyl) - d|h r o-1 sobenzofi r an- | -yl]- ethyl) -N-nethyl-glycine LC M

(inlz) 49915' 1e48 89%
N-{3-[1-(4-Chioro-phenyl)-5-(2-methyl-pheny1)-1,3-dihydro-isobenzofuran-1-y1]-ethyl}-N-
10 methyl-glycine
LC/MS (mv'z) 436, purity (UV 91%)
4k, Example 49
N-{3-[1-(4-Chloro-pheny1)-5-(2,5-dichloro-phenyl)-1,3-dihydro-isobenzofuran-1-yi}-ethyl} -
N-methyl-glycine
15 LC/MS (m/z) 490, purity 94%
41, Example 50
N-{3-[1-(4-chloro-phenyl)-5-(3-trifluoromethyl-phenyl)-1,3-dihydro-isobenzofuran-1-yl]-
ethyl}-N-methyl-glycine
LC/MS (m/z) 490, purity 89%
20 4m, Example 51
N-{3-[1-(4-chloro-phenyl)-5-(3-trifluoromethyl-phenyl)-1,3-dihy dro-isobenzofuran-1-yl]-
propyl}-N-methyl-glycine
LC/MS (m/z) 506, purity 91%
4n, Example 52
25 N- {3—[1-(4—Ch10ro—phenyl)—5~(3,4-dich10ro—pheny1)~1,3-djhydrouisobenzofuran-1-yl]—ethyl}-
N-methyl-glycine g
'LC/MS (m/z) 490, purity 89%
4o, Example 53
N-{3-{1-(4-Chloro-pheny1)-5-(4-chloro-phenyl)-1,3-dihydro-isobenzofuran-1-y1}-propyl} -N-
30 methyl-glycine
LC/MS (m/z) 470, purity (UV 94%)



- 20 4m Exanmple 51 N- {3-[ 1-(4-chloro-phenyl)-5-(3
~-trifluorornethyl-phenyl)-1, 3-dihydro-isobenzofuran-1-yl ]1gﬁhgﬂylzbo5

N- net hyl - Vé%l ne LCMS (mz) 506, purity 91% 4n, Exanple 52

N-{3-[ 1- (4-APHPBIphenyl ) - 5- (3, 4- di ehl or o- phenyl) 1, 3-di hydrPé‘—Tlf@dbé’ﬂ:z@fur an
-l-yl]-ethyl}- Nnethyl-glycine LG MS (%z) 490, purlty 89% 40, Exanple 53
N

{3-[1- (44phEomplphényl ) - 5- (4-chl or o- phenyl) 1, 3-di hydro-i sobenzofuran-1|-yl]
purity (UV 94%} 19 January

propyl } | -glycine LOMS (nmiz) 47

2005 m&%@&%é%ﬂb@@ﬂ!}édémﬁm nbﬁnylbl%éihﬁd@ﬂswen{m@aq- -yl]-propy1}-N-

1- (4- Chl QL@

-(3-met hy B}Egﬁ i& 1, 3-di hydro-i sobenzof uran- 1-yl]-propyl} -

met hyl - gLy?ﬁMS({nﬂﬁ}lm piig) 96850, purity 96% 5 4q, Exanple 55 '
N-{3-[1-(4-Chl oro henyl )-5-(2-nmet hyl - phenyl ) -1, 3-di hydr o-i sobenzof - aran- 1-

yl]-prFo ,}E};\qm gI yci ne LC/ M5 (312)|450, puri ty 93% 4r, Exanple 56 f
N- 5- (,2,.5-di -

cran-| Sy o{aﬁ?%l" Rehesle Gryt e e e S oobegiy i‘éﬂ&g‘%o' PR

Exanpl e éZﬂNI

{3-]1-(4-Chl orgl- phenyl) - 5- (3, 4-di chl oro- phenyl) - 1, 3- di hydr o-i sobenzofi ar an-
1-yl]- prb§W¥{m154S0npuﬂWI93§’6yC| ne LCIMS (m z) 504, purity 95% '

4r, Example 56

10 N-{3-[1-(4-Chloro-phenyl)-5-(2,5-dichloro-phenyl)-1,3-dihydro-isobenzofuran-1-yl]-propyl}-
N-methyl-glycine |
LC/MS (mvz) 506, purity 91%

| 4s, Example 57 -

N-{3-[1-(4-Chloro-phenyl)-5-(3,4-dichloro-phenyl)-1,3-dihydro-isobenzofuran-1-y1]-propyl}-

15 N-methyl-glycine
LC/MS (m/z) 504, purity 95%
4t, Example 58
N-{3-[1-(4-chloro-phenyl)-5-(2-trifluoromethyl-phenyl)-1,3-dihydro-isobenzofiran-1-y1]-
propyl} -Numethyl—giycine

20 LC/MS (m/z) 504, purity 78%

Pharmacological Testing

The compounds of the invention were tested in a well-recognised and reliable test measuring

25 glycine uptake: ' -
PH]-Glycine uptake

Cells transfected with the human GlyT-1b were seeded in 96 well plates. Prior to the
30 experiment the cells were washed twice in HBS (10 mM Hepes-tris (pH 7,4), 2,5 mM KCl, 1



4t:, Exanple 58 N
{3-[1-(4-chloro-phenyl)-5-(2-trifluoronethyl -phenyl) -1, 3- dohpdiigy2eopenzof u
Tan-1-yl ] - RpRMshsN- methyl -glycine 20 LO/MS (nfz) 504, pur 'Pk¥fnz\%?msm

Phar macol ogi cal Testing The conpounds of the invention were tested In a

wel | -recogni sed and reliable test nmeasurdsng 25 gl yci ne upt ake:

[ 3H - d ycj a sfect.ed with.the human T-1b were seeded in
96 wel | p#g?gé?ﬁzp?’lg o’&%%ﬁg{g ?éﬁgléé Ifblg?lfb\é\’%hm{hﬁﬁs@@ﬁnlpg“%%éﬁ\%’é‘ﬁ@ﬂ twice in
HBS (10 niilepads, 10V CRRIVidd waRaddle i 2005
PCT/ D KO / 4} (1510 25 M\/I%C}Z\CIZ, 2,5 %%g%&%@ﬁ%ﬁ-ﬁﬁg%gf@%@ﬁ% est
conpound {dPigies. dhe eslls watetveashed trace bFIBAMVSekitillhiiai fleidvess sdeeshd he PRER

wel | and .ncubati op.wa ntinued for 15 mnutes. The cells were
washed tvm‘gvglge Ph tﬁggﬁn %@?W?ﬁfﬂgﬁ)éﬁmﬂﬁi‘f}o& CRRRihdded and the Plates were
counted on a Trilux (Wallac) scintillation counter. 5 The test results were
as follows: Inhibition of Aycine Transport by hdyT ConpoundConpound

Nanel Cso ThgtEstiossNvere as follows: '

{3-[1-(4-met hyl phenyl ) -1, 3-di hydr oi sobenzofuran-I|-yl]-5400 1-propyl}

N-nl et hyl gl yci ne.. 3kN-{3-[ 4-chl oro- 1- (4-chl orophenyl ) -1, 3-4100

di hydr oi sobenzofuran-1-yl]-1-propyl} N nethylglycine.
3IN-{3-[5-chloro-1-(4-chl orophenyl)-1, 3-5500 diliydr
oi sobenz dinhikitioh -of IGlydinp apysgoert by Hetyw! al ani ne

3m\- {3-[ 6-chloro-1-(4-chl orophenyl ) -1, 3- 7200

di hydr oi sqifetsRsigian-Gogpquod Nanspy| } N- nnet hyl gl yci ne. 3nN- | IC,, GiyT-1b

3- 6- chl rag——(4—rathylphepyl) -1 3-9600
{:_ [6-chl grag—t—t NG 1-(#-méthylphenyl)-1,3-dihydroisobenzofuran-1-y1]- | 5400

1-propyl}-N-methylglycine.

3k N-{3-[4-chloro-1-(4-chlorophenyl)-1,3- 4100
dihydroisobenzofuran-1-y1}-1-propyl}-N-methylglycine.
31 N-{3-[5-chloro-1-(4-chlorophenyl)-1,3- 5500
| dihydroisobenzofuran-1-yl]-1-propyl}-N-methylalanine
| 3m | N-{3-[6-chloro-1-(4-chlorophenyl)-1,3- 7200
dihydroisobenzofuran-1-yl]-1-propyl}-N-methylglycine.
3n N-{3-[6-chloro-1-(4-methylphenyl)-1,3- 5600
| dihydroisobenzofuran-1-y1j-1-propyl} —N—methylglyéine.
3t N-{3-[5-cyano-1-(3-methyl-4-fluorophenyl)-1,3- 5700
| dibydroisobenzofuran-1-yl]-1-propyl}-N-methylglycine. i~
3v N-{3-[5-cyano-1-(4-methoxyphenyl)-1,3- 8600
dihydroisobenzofuran-1-yI}-1-propyl}-N-methylglycine
3z N-{3-[5-Chloro-1-(4-chloro-phenyl)-indan-1-yl]-propyl}- | 1100
N-methylglycine | g
3aa N- {3-[S—Chloro—1-(4—chloro—phe_nyl)—indan—l-yl]-propyl}- 470

N-methylalanine

3ae N-{3-[5-Bromo-1-(4-chlorophenyl)-1,3- 4000

dihydroisobenzofuran-1-y1]-1-propyl}-N-methylglycine




{3-.[5-cyano- 1- (4-. met hoxyphenyl ) -1, 3- 860
-propyl } -N-net hyl gl yci ne 0 L L
QGdfor o- | - amc@[qr@:m%)ﬁhk@m g A eYgl 103 -G o, - 166

3zN-{3-[5-
N- net hyl gl

{3-[5-Chl agro-1-(4-c
3aeN- { 3- [ 5=Bgotro—+—<
I

-l -propyl}
2005 PCT/

~di hydr oi sobenzofuran- | -yl]-l-propyl} -Nnmetliylglyci 'ne,
3t N-{3-[5-cyano-| - (3-nethyl-4-fluorophenyl)-1, 3-5700
di hydr oi sob¥WRZAB8f821an-1 -yl ] -1 -propyl} N-niethyl glycinne.

2

19 January 2005
_ _ 3VN-PCT/DK01/00510
60 di hydr oi sobenzo faran-1-yl]- |

yci ne 3aa

| isehrenzqfhienmyl -y iethy BN imyth} todyodmey | } - 470 N-m

4-choroephenyv] ) -1 _3- 4000 di hvdroi sobenzof u

3500

bt hyl al ani ne
Fan-1-yl]

-N- et hy

gﬁ%ﬁ%ﬁe\'}@lﬁzﬁ%ﬂi@d@hi -yBasthgid-pmino ¥ N- 4k
DKOL / 0051Qy,&fiyMNarfigs [ 1- (4- Chl or o- phenyl ) - 3, 3- di et

122 anuary
nyl - |

, 3-di hydr c-glaiy'sobench uran-1-yl]-ethyl)-N nethyl gl yci ne
N-[ 2- (3- mgt3ay| - 1phenW-{B+tign-Cidoto )phedyiy 5 L a-aema sy a1y a N
{3-{1-(4-¢hl oro- pherjyl.) - 5- (4- met hi/plh- pﬂh%nﬁl ) - 1],5%1-1) di %?/'SFSS_ i sob;%?zoc?]?ur an- |
-y1] - et hyl[} - N- et hy H-déhxeee-thobspzpBirfut-1 (/4)-@hy1d+M-methyl-glycine :
phenyl ) - 5r2=thiropheryty—4+-3-dihydro-—isgbenzofuran-1-yl ] - et hyl } |
- N- et hy| gféyci ne N I{'ﬁﬁﬁ%%ﬁ'@h% y hlol@le@ﬁ)rﬂa_@‘lﬁiihyﬁm'lenyléﬂﬂl, 3-
di hydr o-i sobenzof UrElrisoblenmﬂﬂaﬁ-ﬂEﬁ?&ﬁﬁd}:}ﬁ‘fﬂ@ﬁﬁ%@g}gC' ne
4d N-{3-{1-(4-Chloro-phenyl)-5-(4-methyl-phenyl)-1,3- 1500
dihydro-isobenzofuran-1-yl}-propyl}-N-methyl-glycine
45 N-{3-{1-(4-Chloro-phenyl)-5-(2-methyl-phenyl)-1,3- 710
dihydro-isobenzofuran-1-yl]-ethyl}-N-methyl-glycine
4k N-{3-[1-(4-Chloro-pheny!)-5-(2,5-dichloro-phenyl)-1,3- 950

dihydro-isobenzofuran-1-yl}-ethyl}~N-methyl-glycine

The above results demonstrate that the corupounds of the invention are able to inhibit glycine

uptake into synaptosomes in micromolar concentrations



N {3-[I-(4-Chl oro-phenyl)-5-(2-nethyl -phenyl)-1, 3-

di hydro-i sobenzofuran-1-yl]-ethyl} NNmethyl-glycine N~ {3 -{

1- (4- Chl or o- phenyl ) - 5- (2, 5-di chl or o- phenyl ) - -1, 3- di hydr o- i s@heRzpf 208N-

| - Y11- et hyl } - N-net hyl - gl yci ne 3500 2200 2200 1200 1500 710 950 The above
results denonstrate that the conpounds of the invention are able to inhibit
gl ycine wuptake into synaptosones in nigronolar concentrations 19 January
2005 27 Clains 1. A conpound represented by the general fornmula | RO 11
5 R10 | (Sun R1 represents hydrogen, Cl1_6-al kyl, cycl oal kyl or
cycloalkylal ‘R2 and R3 independently represent hydrogen hal ogen,

Cl 6-al kyl, C3 8 cycl oal kyl or C3- 8 cycloal kyl-C _6-alkyl or R2 and R3

t oget her forn1a C3.8 cycloal kyl ; 10 R7 represents hydrogen, and R4, R5 or
R6 representl- hjx¢pBgenn @mresermd&mthe@qnerﬁbﬁége CF3 or phenyl optionally
substituted one or nore tinmes wth hal ogen, CI_6 al kyl, C1_6- al koxy, CF3,
or R4, R5 or R6 represent thienyl optionally substitutted one or nore tines
wi th hal ogen or wherein R4 and R5R*ogs RS and R6 together forma fused
phenyl ;

5 R I

wherein
R represents hydrogen, Cy.¢-alkyl, cycloalkyl or cycloalkylalkyl;
R? and R independentty represent hydrogen, halogen, Cj_¢-alkyl, C;_5 cycloalkyl or C;.
g cycloalkyl-C; ¢-alkyl or R? and R? together form a Cs.g cycloalkyl;

10 R’ represents hydrogen, and R*, R® or R° represent hydrogen, C;-alkyl, CN, halogen,
CF; or phenyl optionally substituted one or more times with halogen, C;.¢-alkyl, C;4-
alkoxy, CF3, or R*, R° or R® represent thienyl optionally substitutted one or more times

with halogen or wherein R*and R®, or R and R® together form a fused phenyl;

15 RY, R’ R RM and R independently represent hydrogen, halogen, CF3, C.¢ alkyl,
Ci alkoxy ;
Y is O, S, CH; or CH, and when Y is CH then the dotted line is a bond;
nis2,or3;
Q represents C;
20 X is OH or Cy. alkoxy,
# and R* represent hydrogen, C).¢-alkyl, cycloalkyl or cycloalkylalkyl;

or a pharmaceutically acceptable addition salt thereof.

25 2. The compound according to claim 1, wherein R is CHs,



15 R$, R9, Rl, Rli, and R12 independently represent hydrogen, hal ogen, CF3,
ClL.6 alkyl, Ci1-6 alkoxy ; Yis 0, S, CH2 or CH and when Y is CH then the
dotted line is a bond;, nis 2, or 3; Qrepresents C, 20 X i19 J&hhapy2004. 6

al koxy, R29 and R30 represent hydrogen, C _6-al kyl, cycl oal kyl or

cycl oal kyl al kyl ; or a pharmaceutically acceptable addition salt thereof. 25
2. The conpound according to claim1, Berein RL is CH3. 19 January 2005 28
3. The compound of any one of clains 1 or 2 wherein X is OH, nethoxy, or

R, KL AT e e a%‘%%'o?%%z@,w}e&’%‘@%ffﬁyﬂq e AN
5. The conpound of any one of cI al ns 1-4 wherein nis 3. 6 The conpound of
claim1l sel ect ed from any_one

{3-]5- c,yano |-@ﬁww%ﬁ%ﬁw9neff§18amﬁ9érwh%retﬁéwf8f At RT, RyR]% R om g

propyl } glycipge,
{3-[5-Cyano-1-(4- éf?*ﬁél}(\)é}rlolﬁﬁ&eg% 1?%%{93}]{%’1 ﬁglggltl)(g%ofuran-l -yl]-1 -propyl}
-N- et hyl gl yci ne ethyl ester, N

(3-[5- Oranosi-{: (L uolophenyl Ik 3580 Ghsgherga uran-1 -v11-1- propyl )

N-{3-[5-Cyano-I-(4-fl uorophenyl)-1, 3-di hydroi sobenzofuran-1-yl]-1-propyl }-N
- met hyl gl yci ne, .. 1- (3-chl or ophenyl ) -1, 3-di hydr oi sobenzof uran- |
-yl ]-1- propgl }Thexompeund bilgiot heclested flsma[nyoneof
1-(3-trifluor henyl ) r enzofura | -yl]ls1l-propyl } -N
20 methyl gly Cﬁﬂ'g&f‘%ﬂ) Xi 4- f}uoroﬁienyﬂ 102%3 G1o5dbe D Riran-1Y 1
1- (3-trifil uorqym? él?&lﬁ@&’t'h}l‘ésté’r di hydr oi sobenzofuran- | -yl]-1-propyl}

hyl g[

methyl (1 -et yCi ne

- 5-Cyano-1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-y1}-1-propyl} -N-

methylgiycine ethyl ester,

N-{3-[5-Cyano-1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-

propyl} glycine,

15 N-{3-[5-Cyano-1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yi]-1-propyl }-N-
methylglycine,
N-{3-[1-(3-chlorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl}-N-
methylglycine,
N-{3-[1-(3-trifluoromethylphenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl } ~N-

20 methylglycine,
N-{3-[1-(3-trifluoromethylphenyt)-1,3-dihydroisobenzofuran-1-yl]-1-propyl } -N-
methyl (1-ethyl)glycine,
N-{3-[1-(4-methylphenyl)-1,3-dihydroisobenzofuran-1-yi}-1-propyl }-N-
methylglycine,

25 N-{3-[1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl }-N-
methylglycine,
N-{3-[1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl}-1-propyl }-N-
methylalanine,
N-{3-[1-{(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl }-N-methyl (1-

30 ethyl)glycine,
N-{3-[4-chloro-1-(3-methyl-4-fluorophenyl)-1,3-dihydroisobenzofuran-1-y1}-1-
propyl }-N-methylglycine,



N {3-[ 1-(4-nethylphenyl)-1, 3-di hydroi sobenzofuran-I -yl]-I-propyl } -N
nmet hyl gl yci ne, 25
N-{3-[1-(4-fluorophenyl)-1, 3-di hydroi sobenzof uran-1-yl ] -1 - prapghdary\?005

met hyl gl ycine, N {3-[ 1-(4-fluorophenyl)-1, 3-di hydroi sobenzofuran-1 -yl]-I
_propyl }-N nethyl al ani ne, _
N-{3-[1-(4-fluorophenyl)-1, 3-di hydroi s@enzof uran-1-yl ] -1-propyl } - N-net hyl
(1- 30 ethyl)glycine, N~ {3-[4-chloro-|

- (3-net hyl - 4- f huat L)-calehdord j 5. stkrad 15131 - N}
(ot s gl sobsslocrot A
{3-[ 4- chl or o- | m¢thylglyameyphenyl ) - 1, 3- di hydr oi sobenzof ur an-|

-yl]-1- | }+ hyl gl yci.ne, . .

(15 chi o o 1N B-CritRRtR My onhopiir by ditorebraaerar - PRy N opyl )
-N- et hyl al anjy@fylabanine, _ _
N-{3-[6-chloro-I-({3-nethyl-4-fluorophenyl)-1, 3-di hydroi sobenzofuran-1-yl]-1
- propyl 3 - N NeB3Hptdilgret Ing-mithyl-4-flueraphed b1 3-dihydroisobenzofuran-1-yl]-1-

- (4-chl orophenyl ).-1,.3-dihydr oi sobenzofuran-|I -yl]-1-propyl }-N
et hyl ol el ne. PREVE S SRl pE oot ¢ yi-i-propyl )
- (4- met hyl phenyl §3=[b,chistohy.dr glsepraddi Us-ailndroiydbkndofifag oy ] 1 =lop A LN-

met hyl gl yci ne, N- )
{ 3-[ 6- chl or o- 1m¢thylgbydiscy phenyl ) - 1, 3- di hydr oi sobenzofuran-1 -yl ]-1-propyl}

N (3 [5-T1 ot o Tt A s B e b s isohsmReran L LpiopY A oy -
N met hyl@! yci methylgbycine,
N-{3-[5-fluoro-I-(4-nethoxyphenyl)-1, 3-di hydroi sobenzofuran-1-yl]-1-propyl}
-N- et hyl gl yclNnig;[onghlqrg- L-%'smﬁhmmb@nﬂhét3nf¥th¥drflsob%wpﬁﬁwéﬁ%hmwl} K-
(51511 1 uor Gy RACTE. (411 ubr opheny ) - 1. 3. i hydr of Sobenzof uf an |
-yl]-1- N-{3-[5-fluoro-1-(4-chlorophenyl)-1,3 —dihyaroisobenzoﬁuan- 1-yl1]-1-propyl}-N-

| methylglycine,

15 N-{3-[5-fluoro-1-(4-methoxyphenyl)-1,3-dihydroisobenzofuran-1-yt]-1-propyl }-N-
methylglycine,

N-{3-[5-trifluoromethyl-1-(4-fluorophenyl)- 1,3-dihydroisobenzofuran-1-yl}-1-
propyl}-N-methylglycine,
N-{3-[5-trifluoromethyl-1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-

20 propyl }-N-methylalanine,
N-{3-[5-cyano-1-(3-methyl-4-fluorophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-
propyl }-N-methylglycine,
N-{3-[5-cyano-1-(4-cyanophenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl }-N-
methylalanine,

25  N-{3-[5-cyano-1-(4-methoxyphenyl)-1,3-dihydroisobenzofuran-1-yl]-1-propyl } -N-
methylglycine,
N-{3-[5-cyano-1-(4-fluorophenyl})-1,3-dihydroisobenzofuran-1-yl]-1-propyl }-N-

- methylglycine, N-{2-[5-cyano-1-(4-fluorophenyl)-1,3-dihydroisobenzofuran-1-
yllethyl}-N-methylglycine,

30 © N-{3-[5-Chloro-1-(4-chloro-phenyl)-indan-1-yl}-propyl }-N-methylglycine,

- N-{3-[5-Chloro-1-(4-chloro-phenyl)-indan-1-yl}-propyl } -N-methylalanine,



20 pr'opyl } -N-nethyl al ani ne, N
{3-[5-cyano-1|-(3-nethyl-4-fluorophenyl)-1, 3-di hydr oi sobenzofuran-|I -yl]-1-
propyl} -N-nethylglycine, N {3-[5-cyano-| 19 January 2005
- (4-cyanophenyl ) -1, 3-di hydr oi sobenzofuran-1 -yl]-1-propyl } -N
met hyl al ani ne, 25
N-{3-[ 5- cyano- 1- ( 4- met hoxyphenyl ) - 1, 3- @0hydr oi sobenzof uran-1-yl]-1-propyl}-
N net hyl gl yci ne, N
%3 [N-5 %?RSI él 4 E’u@cﬁph?ﬁ%{e}hﬁp@nyl) hyﬁafﬁ'yaﬁ%ﬂégo‘ﬁﬁ%'l yil- Ylpl'opyl}l -N=Propyl
N-{2-[ 5- cyano- me(lgrlglj/mfr ophenyl ) -1, 3-di hydr oi sobenzofuran-1- yl] ethyl)
- N- et hyl gl yci . . .
N (5[5, Ol or oMM eRiras BYIBRVT1 Friikire-DyreLeitipghien: ko drarsiy Iy ci e,
Nl-{ 3 - [?9 \C]J‘lrln@ﬂ@qgl ciké- C(I‘)ﬂ C[\){O phenyl)-indan-1-yl]-propyl } -N nethyl
al ani ne, anuary
§3NE 3- c%/ﬁﬂ ?) I1 N£[3ffé13h?ing¢t?}éiyll3})1§llyi}ilﬁrclhb!jlzﬂrmbsmbén]ﬂnﬁphearﬂfyl)-pydgyl]ﬂﬂpr opy!
met hyl gl yci met hyl -
- phenyl -1, 3- d| @1%@1 o[ c] t hi ophen-1-yl)-propyl]-N nethylglycine, 5
N-[3-(3,3-Di rTEthl- IL@pElam‘) o jlmﬂ{e%ﬁﬂr@aﬂ@hﬁohﬂs@mﬂ%ﬁﬁmyi &R}l - N-
rret hyl al ani ne, i 4p Fl uoro phenyl ) -3, 3-di meth
, 3-di hydr o- |sHt5é¢f %1 yl']-propyl }- N nethylgl yC| ne, N- {3-[5-Brono-I
(4 chl or Ophenﬁl\£3 [%Szﬁl[ognohygﬁ %hl%?op%@%ﬁf lI”?)a 1ﬁydrof’§lllenzoﬁlrarp Y l]ll propyﬁ-N—

nmet hyl gl yci ne,

1- (4- Chl gy o- phmemb/)gi)’&;lﬁe d| rret hyI 1 3- d| hydro |sobenzofuran- | -yl]-et hyI }-
N-net hyl glycine, N-[3 - nyl- IHi nd e I }/? - propyl ]
-N-met hyl gl yci Nei2- w(ﬁschle@ml@wbﬁ@i ﬂmqﬁhsdﬂh%ﬁﬁrzdgﬂ ISObenzoﬁlran- -yl]-ethyl}-

o 1 -t e aReanEiRe Y 4G DU oo sobenzaf urane | <y1) - propyl | - R met hy!
(1-ethy I_ ) - gl yCNH8;(3-methyl-1-phenyl-1H-inden-1-yl)-propyl}-N-methylglycine,
N-[3-(5-Chloro-1-thiophen-2-yl-1,3-dihydro-isobenzofuran-1-yl)-propyl}-N-
15 methylglycine,
N-[3-(5-Chloro-1-thiophen-2-yl-1,3-dihydro-isobenzofuran-1-yl)-propyl}-N-methyl
(1-ethyl)-glycine,
N-[3-(3-methyl-1-phenyl-1,3-dihydro-isobenzofuran- 1-yl)-propyl]-N-
methylalanine,
20 N-[3-(3-methyl-1-phenyl-1,3-dihydro-isobenzofuran-1-yl)-propyl]-N-methyl (1-
ethyl)-glycine,
N-[3-(3,3-Dimethyl-1-phenyl-1,3-dihydro-isobenzofuran-1-yi)-ethyl ]-N-
methylalanine,
N-[3-(3,3-Dimethyl-1-(4-fluoro-phenyl)-1,3-dihydro-isobenzofuran-1-yl}-ethyl]-N-
25 methylalanine,
N-[3-(3,3-Dimethyl-1-phenyl-1,3-dihydro-isobenzofuran-1-y1)-ethyl}-N-methyl-(1-
ethyl)glycine, |
N-[3-(3,3-Dimethyl-1-{(4-fluoro-phenyl)-1,3-dihydro-isobenzofuran-1-yl)-ethyl]-N-
methyl-(1-ethyl)glycine,
30 N-[3-(3,3-Diethyl-1-phenyl-1,3- d1hydr0~1sobenzoﬁ1ran— -yl)-propyl}-N-

methylalanine,



N[3 -(3-nethyl- | -phenyl- | ,3-dihydro-isobenzofuran-1-yl)-propyl] -N .

nmet hyl al ani ne, 20

N-[ 3- (3-nethyl -1 -phenyl - 1, 3-di hydr o-i sobenzof uran- 1-yl ) - pr opp janddrydosy |
(I- ethyl)-glycine, :
N-[3-(3,3-D nethyl -1 -phenyl -1, 3-di hydro-i sobenzofuran-1-yl)-ethyl] -N
nmet hyl alanine, N-[ 3 -(3,3 -Dinethyl- I31-(4-fl uoro-phenyl)-1,3

-di hydro-i sobenzofuran- | -yl)-ethyl] -N 25 methylalanine, N-[3 -(3,3

- Di et hyl - |-y - g [ Qa.l Z =l - - gt hyl

N oty - (1 SR - Gt e TR A soepiafh A plopyi-N-
-(4-f1 uoro phejmyfﬁl);rlalalﬁne di hydro-i sobenzof ur an- | -yI )-ethyl] -N

met hyl - (1- et hy]) egC|ne (3,3-Diet

- phenyl - 1, 3- di Nsldr@:3 Q%ﬂ%}ﬂzlo OTPhﬁWl)‘ér3o‘ﬂii}Vﬁ‘f9NS°1?}?B¥9fWa§T1a)4?‘ﬂ?€°PY!L]9N
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N-[3-(3,3-Diet y? -}-%'Z?-léhl or o- phenyl ) -1, 3-di hydro-i sobenzof uran-1-yl) - propy

1]1-N- methyl al HF[BF(é—thlYlSl— Eﬂjla‘dfbi-beﬂm[c{lihjophen-l-yl)-propyl]-N-methylalanjne,

4- chl h 1, 3- -1 o-y]) - I ]-N- }
m(et h§| g|°§3. ﬁeeﬁy %Ur(é C@' gl#gwb gﬂgg Lzlsllr 5@}-6-3@%28{’1?5{-4%%%}9@96
- yI ) - propyl } - Nyo@ L(lygla@ﬁﬁfdlﬁhenybk?s {-didthyl-1,3 d1hydr0—1sobenzofuran 1- ?’I -propyl }-N-

1- (4- Chl or o- phenyl di met hyl’-i'ndan-"1-yl | - propyl } - N- net hyl'gl'yci'ne, N-
{3-[ 1-(4-Chl omethghelaying; 3, 3- di et hyl - 1, 3- di hydro i sobenzofi uan-|

§H§{ ﬁsn l}_ﬁ?[aggﬁh ng_ag i‘?rédr;rl-f‘r}eyl eﬂ'{?ﬁ@%{@q %‘E“%H’é’ﬂé:ﬂml ndan- |
‘l{_%- i: 2 (ezll-0|]:-| ﬁOl)’I(?JI éﬁgﬁimnﬂ&lmugﬁrélhflﬁulor onet ]hN_meth}edn?/lamne - di hydr 0-

i sobenzof ur an-W={3+{1- pyﬂo-l}helwla'étﬁythﬂgpm%byl phen}(lg}l psditydrer o- |

PR R A R P P e

- (4- chl or o- pheNy{3)55chiérd-t J(il-lcldlbi'@pﬂéﬂylf)l—mﬂﬁt&mWI])-proi)yl:} -NGhdiyydiabycine,
N-{3-[5-Chloro-1-(4-chloro-phenyl)-indan-1-yl]-propyl } -N-methyl-alanine,

15 N-{3-[1-(4-chloro-phenyt)-5-(4-trifluoromethyl-phenyl})-1,3-dihydro-
isobenzofuran-1-yl]-ethyl }-N-methyl-glycine,
N-{3-[1-(4-Chloro-phenyl)-5-(4-methyl-phenyl)-1,3-dihydro-isobenzofuran-1-yl}-
cthyl }-N-methyl-glycine,
N-{3-[1-(4-Chloro-phenyl)-5-(4-methoxy-phenyl)-1,3-dihydro-isobenzofuran-1-

20 yl]-ethyl}-N-methyl-glycine,
N-{3-[1-(4-Chloro-phenyl)-5-(2-thiophenyl)-1,3-dihydro-isobenzofuran-1-yl]-
ethyl }-N-methyl-glycine,
N-{3-[1-(4-Chloro-phenyl)-5-(4-methyl-phenyl)-1,3-dihydro-isobenzofuran-1-yl]-
propyl}-N-methyl-glycine,

25 N-{3-[1-(4-Chloro-phenyl)-5-(4-methoxy-phenyl)-1,3-dihydro-isobenzofuran-1-
yi}-propyl }-N-methyl-glycine,
N-{3-[1-(4-chloro-phenyl)-5-(4-trifluoromethyl-phenyl)-1,3-dihydro-
isobenzofuran-1-yl]-propyl } -N-methyl-glycine,
N-{3-[1-(4-Chloro-phenyl)-5-(4-chloro-phenyl)-1,3-dihydro-isobenzofuran-1-yl}-

30 ethyl }-N-methyl-glycine,
N-{2-[1-(4-Chloro-phenyl)-5-(5-chloro-thiophen-2-yl)-1,3-dihydro-isobenzofuran-
1-yl]-ethyl}-N-methyl-glycine, | '



i sobenzofuran- | -yl] -ethyl } -N-nethyl-glycine, N {3-]
1- (4- Chl oro- phenyl ) - 5- (4- et hyl - phenyl ) - 1, 3- di hydr o-i sobenzofuran-1 -yl ]-
ethyl } -N-methyl-glycine, N- {3 -[1 19 January 2005

- (4- Chl or o- phenyl ) - 5- (4- et hoxy- phenyl ) -1, 3-di hydro-isobenzofuran- | - 20
yl]-ethyl}-N-nethyl - gI ycine, N {3-]
1- (4- Chl or o- phenyl ) -5-(2-thi ophenyl)-133-di hydro-i sobenzofuran-1-yl]- ethyl
} -N-nmethyl-glycine, N {3-
ér égyf:hl Of 0-p h%/él [)1 (?, Shioto ﬁ]%&;ﬂ%h@,nﬁﬁ t)nyllpl:feani)hygrdﬂl},d? R6042% H.{rglp'i—lyl]'—yl I-
N-{3-[1-(4- ChI ﬁhjﬂl—}ﬂh&libﬂhgl-@ycﬁﬁb rret hoxy phenyl ) -1, 3-di hydr o-i sobenzof uran- 1 -
yl]-propyl th 1% yci ne, 'E”‘D’ . )

1- (4-chl or o- ph@n{}E b= fé ofOrPIfmﬁla-ﬁo@ema L-phravyr).3-ditydn-jspbengoturan-1-yl]-
i sobenzof uran I \V met hyl - gl yci ne, N-{3-]
1- (4-Chl oro- phen@lﬁ(}l‘gﬁé&q%}’%réﬁ phenyl) -1, 3-di hydro-i sobenzofuran-|-yl]- 30
et hyl } - N‘Smet hyN- @i edr@hlond-pHedyl)-5-(2,5-dichloro-phenyl)-1,3-dihydro-isobenzofuran-1-
1- (4- Chl or o- pheny (5-ch] ora-t hi ophen-2-yl)-1, 3- di hydr o- i sobenzof ur an-
1-yl]- et hyl ﬁiﬁ]ﬁ{%{y N‘@P@l&i ¥°I0%9 January 2005 32
N-f3-[1-(4- Cthr - t?%&rb%h@%lﬁ?k?%ﬁﬂ%%ﬁﬁéﬁ)ﬂ%hélﬂj Dydrgydrisobenzof uran-1-y
| - ethyl | N-rret gl yci ne
3-[1-(4-Chl ormomn@r@mﬁy(]ﬂhm}%mﬁWWCmel 3-di hydr o-i sobenzof ar an- |
yl et hyl)
3-
3-

[
[I-(4-Chlor eyl {Arta s me i pheyd)- Iy 27 sobenzof ur an- |
h NG raptlerd oBEin S iyt erpmetiplphansd)- b s
yl
[

- efohy| } rstdﬁ%ﬁhYelrr &1} N-methyl-glycine
5- gj ?lr%: %I uor on%stg%%/l phenyl ) - 1, 3-di hydr o-

| - (4-chl oro-
sobengof ar an- N’r 3— [W-&‘/l %ldptwmhenyl)ﬁ@e% -fighlogd-pbemd)- 1 Redihydro-isobenzofuran-1-
{3 [1-(4- chlor Yy trlfluorornethyl phenyt) -1, 3-di hydro- 10
i so benzofuran ﬁplrklonﬁa%l&ls ’hyI glycine, N

{3-fl-(4-Chl orm- {gh{ermtchl&oé@aeﬁymsc@mﬂ@omﬂylb% -dibydiohysheazofaedensnt ur an- |
- yl] -ethyl 1 N—rrethl-q ci ne,
propyI}-N-methy -glycine,

|

{
1
{

15 N-{3-[1-(4-Chloro-phenyl)-5-(3-methyl-phenyl)-1,3-dihydro-isobenzofuran-1-yl]-
propyl }-N-methyl-glycine,
N-{3-[1-(4-Chloro-phenyl)-5-(2-methyl-phenyl)-1,3-dihydro-isobenzofuran-1-yl]-
propyl }-N-methyl-glycine,

N-{3-[1 -(4—Ch10ro-phenyl)-5»(2,5~dichloro-phenyl)— 1,3-dihydro-isobenzofuran-1-

20 yl]-propyl}-N-methyl-glycine,
N-{3-[1-(4-Chloro-phenyl)-5-(3,4-dichloro-phenyl)-1,3-dihydro-isobenzofuran-1-
yl]-propyl }-N-methyl-glycine,
N-{3-[1-(4-chloro-phenyl)-5-(2-trifluoromethyl-phenyl)-1,3-dihydro-
isobenzofuran-1-yl]-propyl }-N-methyl-gltycine ,

25 or a pharmaceutically acceptable addition salt thereof.

7. A pharmaceutical composition comprising at least one compound according to any
of the preceding claims, or a pharmaceutically acceptable acid addition salt thereof
in a therapeutically effective amount and in combination with one or more

30 pharmaceutically acceptable carriers or diluents.



{3 [I-(4 Chl or o- phenyl) 5- (4-chl or o- phenyl ) -1, 3-di hydro i sobenzof aran- |
yl]- propyll-Nnethyl-glycine, 15 N

{3-[1-(4-Chloro-phenyl)-5-(3-methyl -phenyl ) -1, 3-di hydr o-i sobgnzapizay 2oes! - yI ]
- propyll-N-nethyl-glycine, N f

3-[I-(4-Chl oro-phenyl ) -5-(2-net hyl - phenyl ) -1, 3-di hydro-i sobenzof aran-1-yl ] -
propyl) -N-nethyl-glycine, N f 33

3-[1-(4-Chl oro-phenyl)-5-(2, 5-di chl oro phenyl) 1, 3 -di hydro-i sobenzof ar an-
I

- 20 yl I pr
-[1-(4-Col 0%80 '?lﬁ%%seﬂfag' %B@ddm%h pc}l1en I )6 fﬂrtgemﬁnﬁfaatruge?sobenzof ur an-
| - yl]-propylmedicamédiybr tht yeitiRnt Mdlﬁeaé’es responsive to modulation of the glycine
[ 1- (4- chl or o- phenyl)-5 (2-trifluoronethyl-phenyl)- 1, 3-dihydro-
i sobenzof ur an-TSPYIYT- - propyl ) - N-nmet hyl - gl yci ne 25 or a pharmaceutical |y
acceptabl e addition salt thereof 7. A pharmaceutical conposition conprising
at | east one conpound according to any of the preceding clains, or a
phannaceut i ®al The erecepirdinieo alaind Saddirtin tire disdake ishrespendive tonamagonism of the
t her apeuti cal Ig effective anount and in conbination with one or nore 30
phar maceut i cal #°e E8BPIHFe carriers or diluents. 19 January 2005 33 8. The
use of a conpound according to clainms 1-6, for the manufacture of a
medi canment for the treatnent of diseases responsive to nodul ation of the
gl ycine trdfsPor eseraccEdiag ta hleims&ambe,owhﬁrcig theodist¢aaé m s@lonted ifiainm thelgrout sease

S respons e to anta sm.of t ne trans rter 10.. The .use
:accor d:ong ![ \(; c‘fogisﬁgn%ggtﬁlﬁ pegiti "E’Eletpﬁ g[:gf’g.ljvﬁ |S§188t§513%g S@E?%lr@da’fprs%‘?h%ﬁ?e group
consi stiymg Of ddeenPiaSpdin, HRpRNthel LRnARBAAIRINSHRE A%, Rul§ Sithc? BEHERQ,

psychoses, 10 denenti'a, pain, inproving cognition, Al zhei ner' s di sease,

mul ti-infarct MEX®dementia, Hum@gil@nedtsra@se l%msmgs dme@ecﬁmmhl@aﬁemlnson S
di sease, ar’ryotr hsllé: l(iiteegas ¢ gléeogr oKl dis ero OLC rﬁgu &, 3hd
damaged by |nner %ra?rﬁ'}f Eu%ﬂ gﬂ"ﬁ anasyY eYulHﬁ % 1T hesd ts roke

as trauma to the head or stroke.





