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30 the mammalian CNS, and are important targets for compounds for the treatment of a variety
of neurological and psychiatric disorders. Activation of mGluRs is required for induction of
hippocampal long-term potentiation and cerebellar long-term depression (Bashir ef al., 1993,
Nature, 363:347 ; Bortolotto et al., 1994, Nature, 368:740 ; Aiba et al., 1994, Cell, 79:365 ;
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20 Formula I
wherein

R' is halo or C)_shaloalkoxy;

1 N
HN N-
W O
Qis or , and
R? is hydrogen or C1.alkyl, or a pharmaceutically acceptable salt, hydrate, solvate,
25  optical isomer, or combination thereof.

The invention also provides processes for the preparation of compounds of Formula L.
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The term "t herapeutically effective anount” nmeans an anount of the
conpound that 5is effective in treating the nanmed di sorder or

condi ti on. WO 2008/15T332 term "pharnmaceuti cal | y accept abl e HAVSH2618/05188@ANS
a non-toxic solvent, dispersant, excipﬁent, adj uvant or ot her

material which is mxed with the active ingredient in order to permt
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carrier iisda ipbathnmadieistiveald nonasgieptiabiemiOoi | typically used for

parenteral adnjnistratjon. Conpounds The described conpounds conform

general |y to FoIeimiol A whempsel feremnymeays Bpating opgheiagplicahion efrheat.

Ch3hal oal koxylphelQs“phhrmiNeltlcally Beptable sal®means &&r an acidic addition salt or a
5  basic addition salt that is compatible with the administration to patients.

A “pharmaceutically acceptable acidic addition salt” is any non-toxic organic or
inorganic acidic addition salt of a compound represented by Formula I. Illustrative inorganic
acids that form suitable salts include hydrochloric, hydrobromic, sulfuric and phosphoric acid
and acid metal salts such as sodium monohydrogen orthophosphate and potassium hydrogen

10 sulfate. IHustrative organic acids that form suitable salts include the mono-, di- and
tricarboxylic acids. lllustrative of such acids are, for example, acetic, glycolic, lactic,
pyruvic, malonic, succinic, glutaric, fumaric, malic, tartaric, citric, ascorbic, maleic,
hydroxymaleic, benzoic, hydroxybenzoic, phenylacetic, cinnamic, salicylic, 2-
phenoxybenzoic, p-toluenesulfonic acid and other sulfonic acids such as methanesulfonic

15 acid and 2-hydroxyethanesulfonic acid. Where chemically feasible, mono- or di-acid salts
can be formed and such salts can exist in either a hydrated solvated or substantially
anhydrous form. In general, the acidic addition salts of these compounds are more soluble in
water and various hydrophilic organic solvents and gencrally demonstrate higher niclting
points in comparison to their free base forms. Other non-pharmaceutically acceptable salts,

20 e.g. oxalates, may be used, for example in the isolation of compounds of Fornwla I for
laboratory use or for subsequent conversion to a pharmaceutically acceptable acidic addition
salt,

“Solvate” means a compound of Formula I or the pharmaceutically acceptable salt of
a compound of Formula I wherein molecules of a suitable solvent are incorporated in a

25  crystal lattice. A suitable solvent is physiologically tolerable al the dosage administered as
the solvate. Examples of suitable solvents are ethanol, watcer and the like. When watcr is the
solvent, the molecule is referred to as a hydrate.

The term “sterecisomers” is a general term for all isomers of the individual molecules
that differ only in the orientation of their atoms in space. It includes mirror image isomers

30  (enantiomers), geometric {cis/trans) isomers and isomers of compounds with more than one

chiral centre that are not mirror images of one another (diastereomers).



R2 is hydrogen or Cl_3al kyl, or a pharmaceutically acceptable salt,
hydrate, solvate, 20optical isoner, or conbination thereof. In a
particul arWORBHHPEAt R is chloro or %I’I f I uor omet hoxy | ECT/SF2608060666
enbodiment Rl is trifluoronmethoxyl. IfA~“yet another enbodinment Qis
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The lerm ‘therapeulically elfective amount” means an amount of the compound that
5  iseffective in treating the named disorder or condition.

The term “pharmaceutically acceptable carrier” means a non-toxic selvent, dispersant,
excipient, adjuvant or other material which is mixed with the active ingredient in order to
permit the formation of a pharmaceutical composition, i.e., a dosage form capable of
administration to the patient. One example of such a carrier is a pharmaceutically acceptable

10 oil typically used for parenteral administration.
Compounds

The described compounds conform generally to Formula I:
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Formula I
15  wherein
R' is halo or C;_shaloalkoxyl;
Qis
/ N
HN N—
v O
or ,and

R? is hydrogen or C}.salkyl, or a pharmaceutically acceptable salt, hydrate, solvate,
20  oplical isomer, or combinaltion thereof,
In a particular embodiment R’ is chloro or trifluoromethoxyl.

In another embodiment R’ is trifluoromethoxyl.

HN N+

In yet another embodiment Q is



A pharnmaceutically acceptable salt, hydrate, solvate, optical isoner,
or conbi nation thereof of each of the nentioned enbodinents is

cont enpl at W& 20S/BE3{i t hi n t he scope of the invention. IRIATSEPUSOSUGES
understood by those of skill in the af P that when conmpounds of the
present invention contain one or nore chiral centers, the conpounds
of the invention may exist in, and be isqglated as, enantionmeric or
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exanpl e, by chir mat ograp 5paration of , by
synthesis fromoptically active starting nmaterials or by a tric
synt hesi s based on the procedures described thereafter. N, - NLLNMII
al so be understood by those of skill in the art that certain '
conpounds of the present invention may exist in solvated,aVéf/exanple
hydrated, as vehlfintiter embediveited’ fsehlTio od thifldGtehkihokyll Qher be

understood that the present invention enconpasses all such sol vat ed

forms of the conpounds of Formula |I. WO 2008/ 150233PCT//SEZQ08/ 050666
-7 - Wthin the scope of the invention are al s¢pinal t SNef t he
conpounds of Formula |I. Cenerally, pharmaceutically acc l e salts

of conpounds of the present invenfion are obtained using gfandard
procedur es wellP YRifolfherembhedingnt R is drildyrsorspthonil aech@ ivf t he present
invention, th . lpa .
pharnaceuticaﬁ?éﬂgggggggﬁﬁgﬁggﬁﬁR%#4%@?ég?gﬁﬁﬁgﬁﬁﬁ¥% %ggg?gularly, an
aci di c addi t/om salt such as a hydrochloride, hydrobroni de,

phosphat eynpcet aj€e~ funmarate, naleate, tartrate, citrate,

nmet hanesul pho e 'orp-tol uenesul phonate. Process for Preparing
Compounds accgtding to Formula | can be prepared by various synthetic
processes as 10i | | usthateguRhetei n. The choice of particul ar

structural features and/or substituents may therefore influence the
sel ecti on of one process over another. Wthin these nekal,

b

gui del i nes, processes described herein can be used to pr N=

exenpl ary subSghfothér AHOBRMACR' BEhlbR & HMNGB:@xyl W 65§ | Nei-vAt ed
otherwi se, the variables in the described schenmes and processes have
the sane defi r} Phaspaceyscally gseepipblesalis ydrate solple, opgral igges. or combinatjgn

person of Qe Fanhsh sHhd tlneﬁtlé‘m&h&n%cﬁmgﬂyﬁ c\%tleﬁpl% {tﬁ 6d @Etﬁinttﬁ@gcope of the

variations and additions adapting one or nore o € processes
di scl osednyratien.n will pernmt synthesis of other conpounds in accord

wth Formula I, _: I i i rther,illustrated b y.af the
foll olv[\)/i ng ex arﬁ)ﬁeﬁs.b?e l%ﬂﬁ?%ﬁtog gg (tzﬂrolg%zéysﬁgglél\}léér %# %ﬁégr%%e i ﬁﬁl%‘o f ﬁﬁ@resem
i nvent i onnvéhkien symiiheh¢ or mekehiealantleishide sympduatis 6f the peation @saykvinded

for Exanpl 1,.2 and 4 are provided by, of illustration and are
not to bedbRSPlRERananomeleg denETooRFERLITEY, orif 2 foPmIqRIXGIEAl 1g o

those sKidrk@fk ihfeniib® irkldded AFpoSdiNE EndntibiSks! @ik 8 SR QRARARY nBures
readily prepared by processes anal ogous to those descri bed. nt hetic

schene: thgeafoels cosprgnbal Brmold/ dboepiraly active forms of the compound of the

15  invention may be prepared, for example, by chiral chromatographic separation of a racemate,
by synthesis from optically active starting materials or by asymmetric synthesis based on the
procedures described thereafter.

It will also be understood by those of skill in the art that certain compounds of the
present invention may exist in solvated, for example hydrated, as well as unsolvated forms. It

20 will further be understood that the present invention encompasses all such solvated forms of

the compounds of Formula I.



Reagents and conditions used in a typical procedure: (a) SOCl >, A
(b) 2-chloro- Nhydr oxyacet ar ni di ne, K2CO3, MeCN, then DMF, A (c)
K2COo8, MeCNO280815¢233 | n a typical procegdure 100 nmol ofPCé"/Sm%@Wﬁﬁ 1
- 0X0- 2- (substi t ut ed- benzyl) -2, 3- 5di hydro- 1Hi soi ndol e- 5- car boxyl i c
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2-substi t.
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2- (substituted-benzyl)-5-(3-chl oronet hyl - ?ﬂoxadlazol é

7-met hyl - 2, 3- dVibia rﬂ%?ﬁi’ g%ﬂer?égmﬂ&h%@rems ﬁ%ﬁ@ﬂ&e lisravbeay brassei@daepare
K2COB (20Q- gQQZQIbEE@&ﬁcoﬁ{bgutﬁis%‘f‘ tieRl &Rl DRk Qauicded o&@&lme)van%rh&
m xture was hedted to provide a desired 1soindolone that was pur

by coI unmingher deaeribed sehishigs end wpeasesa havie thosamg dafiBitions Aibese@iHRETE) Formula
Exa

7- Met y1?15‘1 (%% pi per azi n- 1-yl met hy111, 2, 41oxadi azol - 5-y1) - 2- (4-trifl uo
WO 2008/ 150233@@1@&5&1"@1@@‘&5@58&1 the@rt-thus will appreciate that variations and additions

r omet hoxy enz r0|50|n 0 a.solutio
5 (3~ ol SRBNGEAE of 0% SHR RS arelgsipftoi i yfhicsTplgesis F oter
trifluor mipb@mb@myﬂawghﬁoﬂuwpr oi soi ndol -1-one (3.25 g, 7.43 mol)

in MeCN (50 TP 5was _added pi perazine-l-carboxylic acid tert-hbutyl

est er (2 77 g, TheAnventiopyis fyrthsp Hluptyateskby wan et faef lswmgrﬁafﬁmyles Trhachdeserihee
was vy Medyddl iedfiisdt thh intdh€Bn.CP

di luted mn?ﬁ watern %he nlfﬁureeaasﬂgﬁﬁggggg ﬁﬁ%@gﬁ%&%ﬁgﬂﬁﬁgmm
organi ¢ phagdeddas Evamlesd], iand 4tard previdett beway N%mmm)lpn fnd arenaetdo band

concentr i r red
ol um crPannedar AR lEARoh (YIS e SRRER A0S el dBiCd by
triturat iidunstmsietfoipoddis Hath2 Geadilp piedardd b prodessesumnalogoisead tHost d¢soiistidat e
(4.78 g) d?s a pol our| ess solid. The Boc-protected internediate
was di ssOTPEPUCACRmES 5 (15 ni L) and 1:1 TFA/ CH2C12 (40 nl) was
added. After 45 mn the reaction m xture was concentrated and
basified with agueous NaHCO3 to pH - 9-10. The product was extracted
wi th CH2C12. The 15organi c phase was washed wth brine, dried
(Na2S™4), filtered, and concentrated. Col umm chronmat ography on silica
(1-5% 2M NH3 in MeOH CH2C12) provided 7-nethyl-5-(5-

pi perazi n-1-yl met hy141, 2, 4] oxadi azol - 3-y1)-2-(4-trifl uoronmet hoxybenzy
1)-2, 3- di hydroisoindol -1-one (3.79 g) as a colourless foam 1H NWR
(300 MHz, CDCI3) 5 8.05 (s,



1H), 8.00 (s, 1H), 7.36 (d, 2H), 7.20 (d, 2H), 4.81 (s, 2H), 4.33 (s,
2H), 3.77 (s, 2|-]|), 2.94- 203.05 (m 4H), 2.84 (s, 3H), 2.61 (br s,
4H) . ExanpWVe 2908/150233 PCT/SE2008/050666
2(4- Chl oro-benzyl)-5-13-(2, 5-di aza- hi E:§IE:I o[ 2. 2. 1] hept - 2-yl net hyl ) -

[ 1, 2, 4] oxadi azol - 5-y11- 7- et hyl - 2, 3-di hydr o-i soi ndol - 1-one WD

2008/ 150233PCT/ SE2008/ 050666 - 10 - (0.309 mmol ) ,and gls,

4s) -2, 5-di aza- bi cycl o[R. 2. H hept ane- 2- car boxyl i c |aci djtert-butyl
ester (31 ng, 0.154 patdsl) AThe nixtuek was heat 0C overni ght.
The reaction andNei| ut ed W th v&t er Thacted with
Et OAc. The or\é\gﬁ? : A v ie (Naﬁ@@ﬁ?,
filtered and conctrat ed. Col um chromat ography on silica (1% 2M5

2- (4-chl orobenzyl)-513- (2, 5-di azabi dykl o ~1] hept - 2-

yl met hyl) 41, 2, 4] oxadi azol - 5-y1]-7- 1- 2, 3-di hydr oi soi ndol - 1- one as

a brown solid (27 ng). 1HNWR ( WMHz, CDCl 3) 58.04, (s, (;QLH), 7.99 (s,
H)

1H), 7.37 (d, 2H), 7.26 |d, , 4.77 (s, 2H), , 3.94
(dd, 2H), 3.58 (d, 2H) (d, 1H), 3¢il (d, (d, 1H,
2.84 (s, 3H), 2.63 (d, Ng#\ (d, TF), 1. 6§ YoExanpl e 4:
2- (4- Chl oro- benthéﬁ 3 yT=5- ( hpitfper azi nyt - 1 y 1, 2,ledkadi az
ol - 5-yl1)-2, 3-di nol soi ndol -1 - one T sol ution of

2- (4-chl oro- benéﬁ{'S-(B-chl oronet hyl -[ 1, ZMadi azol -5-y1)-7-

met hyl - 2, 3- di ¥7dr oi soi ndol - 1- one (40 ngy, &.103 mmol) in MeCN (4 ni)
was added K2 ) i perazinc-1-car i C i
tert-butyl eg:'%e‘;er‘?l %gan%ﬁ:g%hi%}q%%lﬁ)%ﬁ %%gror%e@( rﬁ'r(t%))o %%éfzh%gﬁe%clg?m%- C
for 1 weedkydrokpscetapddine,doOfasMeON]| then BIMFE, dN; Ka)tQad, KOh, MaCEr A. t hen
extracted with EtOAc, The, organic S shed wth Qrine, i ed
( Na2S04) fj(a}i | QEF ical, procedie ‘P’&PE@‘?’G&I}Q\% OKP #%}{béw&grhinﬁw'g% i ca
(10- 58% HEiiRAes-NEXsRdlc-Pe@bbhait dcfiy Bakssoed RGnQdcdsobehimRd] Al @ideandn
oil. This residue was dissolved in 1:1 TFA/CH2C12 for 30 20 nmin, then
the reacthediRd & setlir ©r 8 $1ie.o AbeieaGton dj X WFfIVEsLoP e doirapp tBMBgfaRER ARd
NaHCO3 t ; r t i .1HLRE:
organic f)bﬁg?é‘“&%g wmllgg hlgga\?mrtgﬂH%rli ar‘}%,sz ?rﬁlbget %ﬁgiﬁé@?’%ﬁ%r%{d@%ﬁ" &>
concent r sadynylhtoridesi due was di ssol ved in Et0Ac and extracted with |

M HCL1. The, a whasifi It Na xtracte
B T R P
concet r at-eibdng] ghl@wded@0@mmol) in MeCN (50 mL) was added 2-chloro-N-

25(4-chl qr gbenz - (-met.hyl -5-(3-piperazin-1-ylogethyl -[1, 2,.4] oxadi.azo
| - é y1)- 3’5@!0"3?%%}1@1%&lﬂ’ém@ig%%‘f@ @oogroly ﬁggéll%ﬁure[wg*l%? overpy
(300 MHz,th&Ed WoitlBwer 4ndl, cxribted Wit BidSc. ’ﬂﬂd)orga?ﬁ@ﬁnaﬁcdwas&lfﬂshcc?wgﬁ (d,
2H), 4.77 (s, . 2H, 4.31 ﬂs, g{lf;% 3.77 (s, 2H), 2.97 (br s, 4H), 2.84
(s, 3H), bpingodries (N&SOg)ffiltered apdenngenteatrdwnrhe restdve vas isealradgn DABT €0 mL)
illustrat i | 3 33RCT/ .
St r ot ur o o] SN 83,3 hPIThE ORbiad ooy s af gl At iy Brecllwith
15  EtOAc. The organic phase was washed with brine, dried (Na,SQy), filtered and concentrated.

Column chromatography on silica (10-35 % EtOAc/hexanes) provided a 2-substituted-
benzyl-5-(3-chloromethyl-[1,2,4]oxadiazol-5-yl)-7-methyl-2,3-dihydro-isoindol-1-one.
(¢)  To asolution of the 2-(substituted-benzyl)-5-(3-chloromethyl-[1,2,4]oxadiazol-5-yl)-
7-methyl-2,3-dihydro-isoindol-1-one (100 mmol) in MeCN was added K,COs (200-300

20 mmol) and a suitable amine (QH, 150-200 mmol). The mixture was heated to provide a
desired isoindolone that was purified by column chromatography on silica (1-5% 2M NHj; in
MeOH/CH,Cl,).
Example 1: 7-Methyl-5-(3-piperazin-1-ylmethyl-|1,2,4]oxadiazol-5-yl)-2-(d-trifluo



OON pi perazin-1-ylnethyl- 111), 7.36 (d, 2H), 7.20 a

[1, 2, 4] oxadi azol -5- (d, 2H), 4.81 (s, 2H), 1 F(":"F y0-2-(4-trifluo
4.33 (s, 2WMp208/R3gs, r onet hoxybenz¥1 2. 94- 3. IL/SEHOSHBH666
2, 3-di hydroi soi ndol - 2.84 (s, 3H) (br s, l-one 4H). o

2- (4-Chl oro-benzyl)- 68.04 (s, 1H), 7.99 (s,

romethoxybenzyl)-2,3-dihydroisoindol-1-one
O
Y@ﬁ?
/O
—>\,’N
F—<’F

To a solution of 5-(3-chloromethyl-[1,2,4]-oxadiazol-5-yl)-7-methyl-2-(4-
trifluoromethoxybenzyl)-2,3-dihydroisoindol-1-one (3.25 g, 7.43 mmol) in MeCN (50 mL)

5 was added piperazine-1-carboxylic acid tert-butyl ester (2.77 g, 14.9 mniol} and K,COs (2.57
g, 18.6 mmol). The mixture was warmed to 40 °C for 24 h, then cooled to room temperature
and diluted with water. The mixture was extracted with EtOAc and the organic phase was
washed with brine, dried (Na;SO,), filtered, and concentrated. The residuc was triturated
with hexanes and filtered. Column chromaiography on silica (40-80% EtOAc/hexanes)

10 followed by trituration with 1% MeOH/Et,0 provided the Boc-protected intermediate (4.78
g) as a colourless solid.

The Boc-protected intermediate was dissolved in CH,Cl, (15 mL) and 1:1
TFA/CH,Cl> (40 mL) was added. After 45 min the reaction mixture was concentrated and
basified with aqueous NaHCO; to pH ~ 9-10. The product was extracted with CH,Cl,. The

15 organic phase was washed with brine, dried (Na;SOy), filtered, and concentrated. Column
chromatography on silica (1-5% 2M NH; in MeOH/CH,Cl,) provided 7-methyl-5-(5-
piperazin-1-ylmethyl-[1,2,4]oxadiazol-3-yl)-2-(4-trifluoromethoxybenzyl}-2,3-
dihydroisoindol-1-one (3.79 g) as a colourless foam. "H NMR (300 MHz, CDCl;) & 8.05 (s,
1H), 8.00 (s, 1H), 7.36 (d, 2H), 7.20 (d, 2H), 4.81 (s, 2H), 4.33 (s, 2H), 3.77 (s, 2H), 2.94-

20 3.05(m, 4H), 2.84 (s, 3H), 2.61 (br s, 4H).

Example 2: 2-(4-Chloro-benzyl)-5-[3-(2,5-diaza-bicyclo[2.2.1] hept-2-ylmethyl)-
{1,2,4]oxadiazo}-5-yl]-7-methyl-2,3-dihydro-isoindol-1-one
N

5

To a solution of 2-(4-chloro-benzyl)-5-(3-chloromethyl-[ 1,2,4]oxadiazol-5-yl)-7-
25  mcthyl-2,3-dihydroiscindol-1-one (40 mg, 0.103 mmol} in MeCN (4 mL) was added K>COj5



OIPN NI 5- [3 (2,5-di aza- 111), 7.26-7.35 (m 4H),

bi cycl o[ 2.2. 1] hept-2- 4.83 (s, 211), 4.00 (s, O ylnet g
3.94 (dd, 90 00&31“5?33 HNK 2 [1, 2, 4] oxadi azol - 5- zlﬁll)'Engsms%é@
111),  y1]-7-nmethy1-2,3- 3.11 (dd, 1H),~ 2.89 (d,

di hydro-i soi ndol -1- 111), 2.78 (s, 311), 2.64

(0.309 mmol) and (1s, 4s)-2,5-diaza-bicyclo[2.2.1]heptane-2-carboxylic acid tert-butyl ester
(31 mg, 0.154 mmol). The mixture was heated at 60 °C overnight. The reaction was cooled
and diluted with water, then extracted with EtOAc. The organic phase was washed with
brine, dried (Na2SQg), filtered and concenirated. Column chromatography on silica (1% 2M
5 NH; in MeOH/CH,Cl,) provided 2-(4-chlorobenzyl)-5-[3-(2,5-diazabicyclo[2.2.1]hept-2-

ylmethyl)-[1,2,4]oxadiazol-5-yl]-7-methyl-2,3-dihydroisoindol-1-one as a brown solid (27
mg). '"H NMR (300 MHz, CDCl;) § 8.04 (s, 1H), 7.99 (s, 1H), 7.37 (d, 2H), 7.26 (d, 2H),
4.77 (s, 2H), 4.30 (s, 2H), 3.94 (dd, 2H), 3.58 (d, 2H), 3.26 (d, 1H), 3.11 (d, 1H), 2.89 (d,
1H), 2.84 (s, 3H), 2.63 (d, 1H), 1.88 (d, 1H), 1.66 (d, 1H).

10 Example4: 2-(4-Chloro-benzyl)-7-methyl-5-(3-piperazin-1-ylmethyl-{1,2,4]oxadiazol-
5-yD)-2,3-dihydro-isoindol-1-one

To a solution of 2-(4-chloro-benzyl)-3-(3-chloromethyl-[1,2,4]oxadiazol-5-yl)-7-
methyl-2,3-dihydroisoindol-1-one (40 mg, 0.103 mmol} in MeCN (4 mL) was added K,CO;
15 (3.0 eq.) and piperazine-1-carboxylic acid tert-butyl ester (29 mg, 0.154 mmol). The mixture
was healed al 70 °C for 1 week. The reaction was cooled and diluted with water, then
extracted with EtOAc. The organic phase was washed with brine, dricd (Na;SQ,), filtered,
and concentraied. Column chromatography on silica (10-50% EtOAc/hexanes) provided the
Boc-protected intermediate as an oil. This residue was dissolved in 1:1 TFA/CH,>Cl, for 30
20 min, then the reaction mixture was concentrated and basified with aqueous NaHCOs to pH ~
9-10. The product was extracted with CH,Cl,. The organic phase was washed with brine,
dried (NaxS0y), filtered, and concentrated. The residue was dissolved in EtOAc and
extracted with 1M HCI. The aqueous phases were basified with 6M NaOH and extracted
with CH,Cla. The organic phase was dried (Na;SOy), filtered, and concentrated to provide 2-
25  (4-chlorobenzyl)-7-methyl-5-(3-piperazin-1-ylmethyl-[1,2,4]oxadiazol-5-y1)-2,3~
dihydroisoindol-1-one as a colourless oil (29 mg). 'H NMR (300 MHz, CDCl3) 6 8.05 (s,
1H), 7.99 (s, 1H), 7.34 (d, 2H), 7.26 (d, 2H), 4.77 (s, 2H), 4.31 (s, 2H), 3.77 (5, 2H), 2.97 (br
s, 4H), 2.84 (s, 3H), 2.62 (br s, 4H).
Compounds shown in the following table illustrate the invention:

30



one (d, 1H) 1.64-1.92 (m 6H). o0 2-(4-Chloro-benzyl)- 8 8.04 (s,
1H), 7.99 40N 7-nethyl -5-[3-(3- IH), 7.25-7.35 (m 4H), J-N410
met hyl - pi p Pa?i*i’%ls‘i2334 77 (s, 211), 4.3Q (s, HN\ jO yIWRHHypOROSEea),
3.72 (s, 3H), 2.84- 3
Ex. 1
Structure Name HNMR
No.
o 7-Methyl-5-(3- §8.05 (s, 1H), 8.00 (s,
o fﬁ%“ piperazin-1-ylmethyl- | 1H), 7.36 (d, 2H), 7.20
— \ ] b [1,2,4]oxadiazol-5- | (d, 2H), 4.81 (s, 2H),
1|/ e lr | YD-2-@-urifluo 4.33 (s, 2H), 3.77 (s,

" | romethoxybenzyl)- 2H), 2.94-3.05 (m, 4H),
2,3-dihydroisoindol- | 2.84 (s, 3H}), 2.61 (brs,
1-one 4H).

0 2-(4-Chloro-benzyl)- | §8.04 (s, 1H), 7.99 (s,
. N 5-[3-(2,5-diaza- 1H), 7.26-7.35 (m, 4H),
. -“)\JN b bicyclo[2.2.1]hept-2- | 4.83 (s, 2H), 4.00 (s,
jﬁ; o | yimethyl)- 2H), 3.94 (dd, 2H), 3.58
2 [1,2,4]oxadiazol-5- (d, 2H}, 3.18 (d, 1H),
yl]-7-methyl-2,3- 3.11 (dd, 1H), 2.89 (d,
dihydro-isoindol-1- 1H), 2.78 (s, 3H), 2.64
one (d, 1H), 1.64-1.92 (m,
6H).
o 2-(4-Chloro-benzyl)- | & 8.04 (s, 1H), 7.99 (s,
OT/@N 7-methyl-5-[3-(3- 1H), 7.25-7.35 (m, 4H),
NN —“},’N b methyl-piperazin-1- | 4.77 (s, 2H), 4.30 (s,
S o | ylmethyl)- 2H), 3.72 (s, 3H), 2.84-
3 [1,2,4]oxadiazol-5- 3.01 (m, 5H), 2.84 (s,
y1]-2,3-dihydro- 3H), 2.25 (ddd, 1H),
isoindol-1-one 1.89 (t, 1H), 1.26 (dd,
1H), 1.04 (d, 3H).
o 2-(4-Chloro-benzyl)- | & 8.05 (s, 1H), 7.99 (s,
OY@” 7-methyl-5-(3- 1H), 7.26-7.35 (m, 4H),
4 /___\N}L _Q piperazin—ljylmethyl- 4.77 (s, 2H), 4.31 (s,
HN o | [1,2,4]oxadiazol-5- 2H), 3.77 (s, 2H), 2.97
y1)-2,3-dihydro- (brs, 4H), 2.84 (s, 3H),
isoindol-1-one 2,62 (br s, 4H).




[ 1, 2, 4] oxadi azol -

5- 3.01 (n, 5H), 2.84 (s, y1] -

2, 3-di hydro- 311),

2.25 (ddd, I-? | soi ndol -1-one 1.89 (t 1H), 1. 26 (dd 1H),

1. 04(d 3HVO 2B/0233 _ Chl or o- benzy1l) - 88.05 (s, 1H), 7 REFISE008/0AQFK6
7-met hyl -5-(3- 111), 7.26-7.35 (m 4H) 4 a piperazin-1-yl et hyl -
4.77 (s, 2H), 4.31 (s, Na [1,2,4]oxadiazol-5-

7-methyl-5-[3-(2-
W methyl-piperazin-1-
5 “NQ ¢ | ylmethyl})-
[1,2,4]oxadiazol-5-
yl]-2,3-dihydro-

isoindol-1-one

2-(4-Chloro-benzyl)-

88.02 (s, 1H), 7.97 (s,
1H}, 7.26-7.35 (m, 4H),
4.81 (s, 2H), 4.31 (s,
2H), 3.98 (d, 2H), 2.85-
2.96 (m, 4H), 2.85 (s,
3H), 2.51-2.64 (m, 3H),
1.22 (d, 3H).

N 7-methyl-5-[3-(2-
_Q methyl-piperazin-1-
6 |m_ /S ¢ | ylmethyl)-
[1,2,4]oxadiazol-5-
yl}-2,3-dihydro-~

1soindol-1-one

2-(4-Chloro-benzyl)-

5 8.02 (s, 1H), 7.97 (s,
1H), 7.26-7.35 (m, 4H),
4.81 (s, 2H), 4.31 (s,
2H), 3.98 (d, 2H), 2.85-
2.96 (i, 4H), 2.85 (s,
3H), 2.51-2.64 (m, 3H),
1.22 (d, 3H).

Pharmaceutical Compositions

The compounds described herein may be gencrally formulated into a pharmaccutical

composition comprising a compound of Formula I or a pharmaceutically acceptable salt or

5  solvate thereof, in association with a pharmaccutically acceptable carricr or excipient. The
pharmaceutically acceplable carriers can be either solid or liquid. Solid form preparations
include, but are not limited to, powders, tablets, dispersible granules, capsules, cachets, and
supposilories,

A solid carrier can be one or more substance, which may also act as diluents,

10 (lavoring agents, solubilizers, lubricants, suspending agents, binders or lable disintegrating
agents. A solid carrier can also be an encapsulating material.

In powders, the carrier is a finely divided solid, which is in a mixture with the finely
divided compound active component. In tablets, the active component is mixed with the
carrier having the necessary binding properties in suitable proportions and compacted in the

15  shape and size desired.

For preparing suppository compositions, a low-melting wax such as a mixture of fatty
acid glycerides and cocoa butter is first melted and the active ingredient is dispersed therein
by, for example, stirring. The molten homogeneous mixture is then poured into convenient

sized moulds and allowed to cool and solidify.



211), 3.77 (s, 2H) 2.97 y1)-2,3-dihydro- (br s, 4H), 2.84 (s, 3H),

I soi ndol -
- 5 f Hs\
met hyl - pi
8.02 (s,
(s, 2H),
(m 3H),
5
10
15
20
25
30

WORBHISNIZ 0 i1 fr a 2- (4- Chl g o- benzy1) - 7- meRGHAE2YSNS066¢-
perazin-1- ylmethyl)- [1, 2, 416xadi azol -5- yl]-2,3-di hydro- 5
111), 7.97 (s, IH) 7.26-7.35 (m 4H), 4.81 (s, 2H), 4.31
3.98 glﬁltﬁblg 'Ellmel?s 1§@udezbl%@re(1mt il to, %1&@1533(11?11 ca%'anatezmgénegm@

i soi ndol -1 -on
stearate, talc, lactose sugar pectin, dextrin, starch, tragacanth, methyl cellulose, sodium

| -one 2.62 (br s, 4H) WD 2008/ 150233PCT/ SE2008/ 050666 - 12
I
t

carboxymethyl cellulose, low-melting wax, cocoa butter, and the like,

The term composilion is also intended (o include the formulation of the active
component with encapsulating material as a carrier providing a capsule in which the active
component (with or without other carriers) is surrounded by a carrier which is thus in
association with it. Similarly, cachets are included.

Tablets, powders, cachets, and capsules can be made as solid dosage forms suitable
for oral administration.

Liquid form compositions include solutions, suspensions, and emulsions. For
example, sterile water or water propylene glycol solutions of the active compounds may be
liquid preparations suitable for parenteral administration. Liquid compositions can also be
formulated in solution in aqueous polyethylene glycol solution,

Aqueous solutions for oral administration can be prepared by dissolving the active
component in water and adding suitable colorants, flavoring agents, stabilizers, and
thickening agents as desired. Aqueous suspensions for oral use can be made by dispersing
the finely divided active component in water together with a viscous material such as natural
synthetic gums, resins, methyl ccllulose, sodium carboxymethyl cellulose, and other
suspending agents known to the pharmaceutical formulation art. Exemplary compositions
intended for oral use may contain one or more colofing, sweetening, flavoring and/or
preservative agents.

Depending on the mode of administration, the pharmaceutical composition will
include from about 0.05%w (percent by weight) to about 99%w, more particularly, from
about 0.10%w to 50%w, of the compound of the invention, all percentages by weight being
based on the total weight ol the composition.

A therapeutically effective amount for the practice of the present invention can be
determined by one of ordinary skill in the art using known criteria including the age, weight
and response of the individual patient, and interpreted within the context of the disease which
is being treated or which is being prevented.

Medical Use

Compounds described herein exhibit activity as modulators of metabotropic glutamate

receptors and more particularly exhibit activity as potentiators of the mGIuR2 receptor, It is

contemplated that the compounds will be useful in therapy as pharmaceuticals, in particular



1.22 (d, 3H). o 2- (4-Chl oro-benzyl)- 58.02 (s, 1H), 7.97 (s, 0
ND\I?rrethél 543- 1H), 7.26-7.35 (m 4H), [----

nmet hyl

prp

a
OIS 233"4 81 (s, 2H), 4.31(s, 6 "NU a yIREIHHPI0POSIS6Y

3.98 (d, 2H), 2.85-

10

15

20

25

30

for the treatment of neurological and psychiatric disorders associated with glutamate
dysfunction in an animal and particularly in a human.

More specifically, the neurological and psychiatric disorders include, but are not
limited to, disorders such as cerebral deficit subsequent lo cardiac bypass surgery and
grafiing, stroke, cerebral ischemia, spinal cord trauma, head trauma, perinatal hypoxia,
cardiac arrest, hypoglycemic neuronal damage, dementia (including AIDS-induced
dementia), Alzheimer’s disease, Huntington’s Chorea, amyotrophic lateral sclerosis, ocular
damage, retinopathy, cognitive disorders, idiopathic and drug-induced Parkinson’s disease,
muscular spasms and disorders associated with muscular spasticity including tremors,
epilepsy, convulsions, cerebral deficits secondary to prolonged status epilepticus, migraine
(including nrigraine headache), urinary incontinence, substance tolerance, substance
withdrawal (including, substances such as opiates, nicotine, tobacco products, alcohol,
benzodiazepines, cocaine, sedatives, hypnotics, etc.), psychosis, schizophrenia, anxiety
(including generalized anxiety disorder, panic disorder, social phobia, obsessive compulsive
disorder, and post-traumatic stress disorder (PTSD)), mood disorders (including depression,
mania, bipolar disorders), circadian rhythm disorders (including jet lag and shift work),
trigeminal neuralgia, hearing loss, tinnitus, macular degeneration of the eye, emiesis, brain
cdema, pain (including acute and chronic pain states, severe pain, intractable pain,
neuropathic pain, inflammatory pain, and post-traumatic pain), tardive dyskinesia, sleep
disorders (including narcolepsy), attention deficit/hyperactivity disorder, and conduct
disorder.

The invention thus provides a use of any of the compounds according to Formula I, or
a pharmaceutically acceptable salt or solvate thereof, for the manufacture of a medicament
for the treatment of any of the conditions discussed above.,

Additionally, the invention provides a method for the treatment of a subject sulfering
from any of the conditions discussed above, whereby an cffective amount of a compound
according 1o Formula I or a pharmaceutically acceplable salt or solvate thereof, is
administered to a patient in need of such treatment. The invention also provides a compound
of Formula I or pharmaceutically acceptable salt or solvate thereof, as hereinbefore defined
for use in therapy.

In the context of the present specification, the term "therapy" also includes
"prophylaxis" unless there are specific indications to the contrary. The term "therapeutic"

and "therapeutically” should be construed accordingly. The term "therapy" within the context



[1, 2, 4] oxadi azol -5- 2.96 (m 4H), 2.85 (s, y1] -2, 3-di hydro- 3H),
2.51-2.64 I soi ndol -1-one 1.22 (d, 3H). Pharnmaceuti cal
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wth the finely divided conpound active conponent. In tablets, the

active coifpENekion by amy soai¢ 06 uding pally.dptraraysciaiy. subautacensbie opically,
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hormgeneous mN‘Ieuﬂbﬁﬂgle s\nll Elem:nrmu Itl&doﬂtﬂfoﬁadiﬁlﬁl&&ﬂtluﬁﬂthe%b omhi¢ discadlhge
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Sui tabl e Tdrreeh et @Pkrdléan%q}berﬁbféorﬁe}m% %%dCT %! Dy Al g physician,

car bonat eyhd'@gé8sidd Me individual regimen and dosage level for a partwular patient.
As mentioned above, the compounds described herein may be provided or delivered

15  ina form suitable for oral use, for example, in a tablet, lozenge, hard and soft capsule,
aqueous solution, oily solution, emulsion, and suspension. Alternatively, the compounds may
be formulated into a topical administration, for example, as a cream, ointment, gel, spray, or
aqueous solution, oily solution, emulsion or suspension. The compounds described hercin
also may be provided in a form that is suitable for nasal administration, for example, as a

20  nasal spray, nasal drops, or dry powder, The compounds can be administered to the vagina or
rectum in the form of a suppository. The compounds described herein also may be
administered parentally, for example, by intravenous, intravesicular, subcutaneous, or
intramuscular injection or infusion. The compounds can be administered by insufflation (for
example as a finely divided powder). The compounds may also be administered

25  transdermally or sublingually.

In addition to their usc in therapeutic medicine, the compounds of Formula I, or salts
thereof, are useful as pharmacological tools in the development and standardization of in
vitro and in vivo test systems for the evaluation of the effects of inhibitors of mGluR-related
activity in laboratory animals as part of the search for new therapeutics agents. Such animals

30  include, for example, cats, dogs, rabbits, monkeys, rats and mice.
General methods

Starting materials are commercially available or earlier described in the literature.
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15Preparative reversed phase
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Chem stry AB, Uppsala, 25 Sweden).

anal yzed usi ng standard assays for functional
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1992, Neuron,
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Neuron, 8:169; MIller et
et at, 1997, J.
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activator activity of conpounds at the human nm3 uR2 receptor were
measured using a [35S]-GIRyS bi ndi ng assay with nenbranes prepared
from CHO cells which stably express the human m3d uR2. The assay is
based upon the principle that agonists bind to O-protein coupled

receptors to stinulate GDP-GIP exchange at the G protein.

[ 35S] - GTPyS is a non-hydrol yzabl e GIP anal og,
provi de an i ndex of GDPGIP exchange and,
The GTPryS binding assay therefore provides a quantitative neasure of
Menbr anes were prepared from CHO cel l s

receptor activation.

t hus,

The all

it can b
recepto

5A [ 35S] - GTPTS bi ndi ng assay was used to

osteric

Since 10
e used to

r activation.



mn at 30Cin 500 ill assay buffer (20 mM HEPES, 100 ni M NaCl, 10 niM
MyCl12), containing 3012M GDP and 0.1 nM [35S] - GIPyS (1250 G /mmol).
Reactions were carried out in triplicate in 2 nil polypropyl ene
96-wel | plates. Reactions were term nated by vacuumfiltration using
a Packard 96-wel|l harvester and Unifjjgter-96, G-/B filter

m croplates. The 20 filter plates were washed 4 x 1.5 mM wth

i ce-col d VIERCIAMSEDEFINNGIHEOIN UENPOYARRAS FOLLOS: pH 7.4). The
filter plates were dried and 35 pl of scintillation fluid (M croscint
20) was added to each well. The ampbunt of radioactivity bound was

det erm ned. by Acwnapéund agoatipsto amiuiel: Packar d TopCount Data was

anal yzed using GraphPad Prism and EC50 and Enu values (relative to

t he maxi mum gl utamate effect) were cal cul aed usi ng non-1i near
25regression. As illustrated in the Jahl efpel ow, generally, conpounds
descri bed herein have favourable so i tyy—Low capacity to activate
the hERG i on channel and were Kk \ Liyve i nyassays descri bed
herein for nd uR2 nodul at g t™yity, "having F val ues as shown.
Tabl e Exanpl e No. mpgs@,ueous sol ub| PM hERG pM 1 0. 231
44.9 11.0 WO 2008/ 150233PCT/ SE2008/ 050666 -18-—2\0.206 336.5 33.0 3
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5 Formulal
wherein

R! is halo or Ci.shaloalkoxyl;

/ \ .
HN N—
N HN E N~
R ]
Qis or yand
R? is hydrogen or Cj.aalkyl, or a pharmaceutically acceptable salt, hydrate, solvate,

10  optical isomer, or combination thereof.

2. A compound according to Claim 1, wherein R' is chlora or trifluoromethoxyl or a

pharmaceutically acceptable salt, hydrate, solvate, optical isomer thereof.

15 3 A compound according to Claim 2, wherein R'is trifluoromethoxyl or a

pharrnaceutically acceptable salt, hydrate, solvate, optical isomer thereof.

4. A compound according to Claim 1, wherein Q is ora

pharmaceutically acceptable salt, hydrate, solvate, optical isomer thereof.



12.0 4 0.378 >500 25.0 5 0.352 383.9 12.6 6 0.317 >500 18.7 - 19 -
THE CLAI M5 DEFI NI NG THE | NVENTI ON ARE AS FOLLOWS: 1. A conpound
according to Formula I: Formula | wherein RI is halo or

Cl. 3hal oal koxyl; 7-Th HNNH-, R2 / Qisor, and R2 is
hydrogen or Ch3al kyl, or a pharmaceutigcal |y acceptable salt, hydrate,
sol vate, 10optical isoner, or conbination thereof. 2. A conpound
according to Claiml, wherein R is chloro or trifluoronethoxyl or a
pharmaceutically acceptable salt, hydrate, solv , optical isoner
thereof. 15 3. A conpound according to Caim whekeiin Rl is
trifluoronethoxyl or a pharmaceutically acce bl e/$alt, hydrate,

sol vate, optical isoner thereof. r2

5. A compound according to Claim 4, wherein Q is andR*isHora

pharmaceutically acceptable salt, hydrate, solvate, optical isomer thereof.

5 6 A compound according to Claim 1, wherein R’ is chloro or trifluoromethoxyl and Q
4 Lo
HN N—
RI 2
is or a pharmaceutically acceptable salt, hydrate, solvate, optical isomer
thereof.
7. A compound according to Claim 6, wherein R' is trifluoromethoxyl and Q is
! Mo
HN N~
R2
10 or a pharmaceutically acceptable salt, hydrate, solvate, optical isomer
thereof,
8. A compound according to Claim 1, wherein R! is chloro or trifluoromethoxyl, Q is
/ v
HN N—
R

wherein R*isH, or a pharmaceutically acceptable salt, hydrate, solvate,

15  optical isomer thereof.

9. A compound according to Claim 1, wherein R! is chloro or trifluoromethoxyl and Q

HN S N-—

or a pharmaceutically acceptable salt, hydrate, solvate, optical isomer thereof.

is

20



HNN-E \ A2 4. A conpound according to Claim1l, wherein Qisor a
pharmaceutically acceptable salt, hydrate, solvate, optical isoner
thereof. - 20 - 5. A conpound according to Claim4, wherein Qis
pharmaceutically acceptable salt, hydrate, solvate, optical isomner
thereof. 5 6. A conpound according tQp¢laiml, wherein R is chloro or
trifluoronmethoxyl and Q thereof. 7. A conpound according to Caim
6, wherein Rl is trifluoronmethoxyl and Qis t her eof . 9. A

compound 9550 pAeh B3 MelpalfT Aligpe o0 Oy
accept abl e sal T-methyH§-3-ppersaint-V-yineethybdplt,2,¢)akadiazalrieyl)-2 i trflobromethot -
benzyl)-2,3-dihydroisoindol-1-one;
5 2-(4-chloro-benzyl)-5-[3-(2,5-diaza-bicyclo[2.2.1]hept-2-ylmethyl)-
[1,2,4]Joxadiazol-5-yl]-7-methyl-2,3-dihydro-iscindol-1-one;
2-(4-chloro-benzyl)-7-methyl-5-[3-(3-methyl-piperazin-1-ylmethyl)-
{1,2,4]oxadiazol-5-yl]-2,3-dihydro-isoindol-1-one;
2-(4-chloro-benzyl)-7-methyl-5-(3-piperazin-1-ylmethyl-[1,2,4]Joxadiazol-5-yI)-2,3- |
10 dihydro-isoindol-1-one;
2-(4-chioro-benzyl)-7-methyl-5-[ 3-(2-methyl-piperazin-1-ylmethyl)-
[1,2,4]oxadiazol-5-yl]-2,3-dihydro-isoindol-1-one, or
2-(4-chloro-benzyl)-7-methyl-5-[3-(2-methyl-piperazin-1-ylmethyl)-
[1,2,4]oxadiazol-5-y1}-2,3-dihydro-isoindoi-1-one.

15
11. A pharmaceutical composition comprising a compound according to any one of
claims 1 to 10 and a pharmaceutically acceptable carrier or excipient. .
12. A compound according to any one of claims 1 to 10 for use as a medicament.
20

13.  The use of a compound according to any one of claims 1 to 10 in the manufacture
of a medicament for the therapy of neurological and psychiatric disorders associated with

glutamate dysfunction,

25 14,  Theuse of claim 13, wherein the neurological and psychiatric disorders are selected
from cerebral deficit subsequent to cardiac bypass surgery and grafting, stroke, cerebral
ischemia, spinal cord trauma, head trauma, perinatal hypoxia, cardiac arrest, hypoglycemic
neuronal damage, dementia, AIDS-induced dementia, Alzheimer’s disease, Huntington’s
Chorea, amyotrophic lateral sclerosis, ocular damage, retinopathy, cognitive disorders,

30 idiopathic and drug-induced Parkinson’s disease, muscular spasms and disorders associated
with muscular spasticity including tremors, epilepsy, convulsions, cerebral deficits
secondary to prolonged status epilepticus, migraine, migraine headache, urinary
incontinence, substance tolerance, substance withdrawal, psychosis, schizophrenia, anxiety,

generalized anxiety disorder, panic disorder, social phobia, obsessive compulsive disorder,



10. A compound according to claim1 selected from

7-met hyl-5- (3- pi perazin-1-yl methyl -[1, 2, 4] oxadi azol -5-y1)-2-(4-triflu
or onet hoxy benzyl) -2, 3-di hydr oi soi ndol- 1-one;

52- (4-chl oro-benzyl) - 543- (2, 5-di aza- bi cyclo[ 2. 2. 1] hept - 2-yl et hyl ) -

[ 1, 2, 4] oxadi azol - 5-y1]-7-nmet hyl- 2, 3-dizhydr o-i soi ndol - 1- one;

2-(4-chl oro-benzyl)-7-nmet hyl - 543- ( 3-met h I(ﬁ perazin-1-ylnethyl)-
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20surgery and grafting, stroke, cerebral ischem a, spinal cord
trauma, head trauma, perinatal hypoxia, cardiac arrest, hypoglycemc
neur onal damage, denentia, AlIDS-induced denentia, Al zheiner's

di sease, Huntington's Chorea, arnyotrophic |ateral sclerosis, ocular
.damage, retinopathy, cognitive disordgrs, idiopathic and drug i nduced
Par ki nson' s di sease, muscul ar spasms ‘and di sorders associated with
nmuscul ar spasticity i ncluding trenors, 25epil epsy, convuIS|ons
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t ol er ance disoides arnieRctvd frbid AXMRImerP Sl‘ﬁé‘ab@ Sérébralefitit QRRERY B, prcﬂmgb@t Y,
general i zed anxiety disorder panic di sorder, soci al phobi a,

obsessi ve SRBRERIERlHS S&P%&ca@}ema% aubstaage ithdraivah PWC@qswe@E'zenwrader
(PTSD) 5 magdetdl] sepdraiees anx‘i@Ptﬂ:ﬁ%ﬁ&ér,%wﬁﬁ@ﬂd%; scﬁlapﬁ}{oﬁfa, 6Hs8eivel 8drSpulsive

ci rcadi an rhy hm di sor ders, g 30 work, trigem nal,

neur al gi adispEgs pitposiisamaic ﬁm&dﬁor eﬁ@épamwégéﬁgﬁﬁtdeaﬁsw, MAtigeye,
enesi s, bhad Ripfa&liRrdeR2i N, acute pain, chronic pain, severe pain,
|ntractable paln neuropat hic pain, inflammatory pain, and
post-traumatic pain, tardive dyskinesia, sleep disorders, narcolepsy,
attention 9ef | Rlobnbotglatlding th ¥iafh £AUEIERHIRA hé‘r@iHﬂﬁ&E JlcSRudes - 23
- 18. The method according to claim1/, wherein the neurol oglical and
psychil8t r referarcsdn e Esaraples. sel ect ed from Al zhei ner's di sease, cerebral
deficits secondary to prolonged status epilepticus, substance

tol erance, substance w thdrawal, psychosis, schizophrenia, b5anxiety,
general i zed anxi ety disorder, panic disorder, social phobia,
obsessi ve conpul sive disorder, and post-traumatic stress disorder
(PTSD), nood di sorders, depression, mania, and bipol ar disorders.

19. A conpound according to claim1, substantially as hereinbefore
described with 10 reference to the Exanpl es.




