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The present imusgtiniss aibl%hﬂwte beof potkatal uss in tife wretmenpf ONS disonivposuel of
formula (1) Ofs a@nx@ﬁ tdépﬁ?éﬁﬂ fgp:!epsy, obsessive compulsive disorders, mngrémﬁé,r |
Alzheimers disease, sleep disorders, feeding disorders such as anorexia and bulimia,
15  panic attacks, withdrawal from drug abuse such as cocaine, ethanol, nicotine and
benzodiazepines, schizophrenia, and also disorders associated with spinal frauma
and/or head injury such as hydrocephalus. Compounds of the invention are also
expected to be of use in the treatment of certain GI (gastrointestinal) disorders such as
IBS (Irritable Bowel Syndrome) as well as microvascular diseases such as macular
20 oedema and retinopathy. |
The present invention therefore provides, in a first aspect, a compound of
formula () or a salt thereof: '
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wherein:
XisCHorN;
R1 is hydrogen or Ci.¢ alkyl;
. 30 R2andR3 groups are independently halogen, Cy.¢g alkyl, or trifluoromethyl.
- €. Alkyl groups, whether alone or as part of another group, may be straight
chain or branched.
Preferably X is CH.
Preferably R1 is methyl. : I
1

35 Preferably R2 is CF, (trifluoromethyi). S
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5- Met hy 5- 6-meth§ipyddim@yloxy)5-pgidylcanaiop ibﬁmﬂumaﬂmmhwm A3~ 3-
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Di hydr o- 5- nEMaf¥IN-fE(usthyipridio-dodoty)ipridazip: 3-glcgrhamayil$ - 6- (tri f I uor ome
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har Bt | e Reebe acesble bRhEpt | Y T2 Corbbunds of the
formula (1) can Thnfmmmmdadﬂﬂm fommﬂalﬁ)mﬁmm acid dddition shits with acids,
such as conventional pharmaceutically acceptable acids, for example maleic,
hydrochioric, hydrobromic, phosphoric, acetic, fumaric, salicylic, citric, lactic,
mandelic, tartaric and methanesulphonic acids. A particularly preferred salt is 5-
15  Methyl-6-trifluoromethyi-1-[6-(2-methylpyridin-3-yloxy)-pyridin-3-
ylcarbamoyljindoline monchydrochloride.
Compounds of formula () may also form N-oxides or solvates such as
hydrates, and the invention also extends to these forms. The invention also extends to
any tautomeric forms of the compounds of formula (I) and mixtures thereof. When
20 referred to herein, it is understood that the term ‘compound of formula (T)' also
includes all these forms. The compounds of the invention can be prepared using
standard procedures such as those of PCT/EP96/0 0368. for example by the coupling
of a compound of formula (II);
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with a compound of formula (IIT);
30
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(i) A is -NH3 and B is COL, or
(iv} A is halogen and B is -CONHy
wherein L is a leaving group. Examples of suitable leaving groups L include halogen
10  such as chloro or bromo, imidazole, or phenoxy or phenylthio optionally substituted,

for example, with halogen.

Preferably A is -NHCOL, and B is hydrogen; particularly preferably A is -
NHCOOPhD and B is hydrogen.

Compounds of formula (I1) and (IIf) may be prepared according to known

15 methods or analogous to known methods and 1o mcahods described in the following
descriptions, for example using the procedures described in WO 95/01976 and
PCT/EP96/00368.

Novel intermediates of formula (If) and (III) alse form part of the invention.

Pharmaceutically acceptable salts may be prepared conventionally by

20 reaction with the appropriate acid or acid derivative. N-oxides may be formed
conventionally by reaction with hydrogen peroxide or percarboxylic acids.

Compounds of formula (I) and their pharmaceuticaily acceptable salts have
SHT( receptor antagonist activity and are believed to be of potential use for the
treatment or prophylaxis of CNS disorders such as anxiety, depression, epilepsy,

25  obsessive compulsive disorders, migraine, Alzheimers disease, sieep disorders
(including disturbances of Circadian rhythym), feeding disorders such as anorexia and
bulimia, panic attacks, withdrawal from drug abuse such as cocaine, ethanol, nicotine
and benzodiazepines, schizophrenia, and also disorders associated with spinal trauma
and/or head injury such as hydrocephalus. Compounds of the invention are also

30 expected to be of use in the treatment of certain GI disorders such as IBS as well as
microvascular diseases such as macular oedema and retinopathy.

Thus the invention also provides a compound of formula (I or a
pharmaceutically acceptable salt thereof, for use as a therapentic substance, in
particular in the treatment or prophylaxis of the above disorders.

35 The invention further provides a method of treatment or prophylaxis of the
above disorders, in mammals including humans, which comprises administering to
the sufferer a therapeutically effective amount of a compound of formula (I) or a
pharmaceutically acceptable salt thereof.
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activity and ar e TabletscandFapsulgsicy pqsggn% ay B ip it dose torm, an

may contain conventional excipients, such as binding agents, fillers, tabletting
15  lubricants, disintegrants and acceptable wetting agents. The tablets may be coated
according to methods well known in normal pharmaceutical practice.

Oral liquid preparations may be in the form of, for example, agueous or oily
suspension, solutions, emulsions, syrups or elixirs, or may be in the form of a dry
product for reconstitution with water or other suitable vehicle before use. Such liquid

20 preparations may contain conventional additives such as suspending agents,
emulsifying agents, non-aqueous vehicles (which may include edible oils),
preservatives, and, if desired, conventional flavourings or colourants.

For parenteral administration, fluid unit dosage forms are prepared utilising a
compound of the invention or pharmaceutically acceptable salt thereof and a sterile

25 vehicle. ‘The compound, depending on the vehicle and concentration used, can be
either suspended or dissolved in the vehicle. In preparing solutions, the compound
can be dissolved for injection and filter sterilised before filling into a suitable vial or
ampoule and sealing. Advantageously, adjuvants such as a local anaesthetic,
preservatives and buffering agents are dissolved in the vehicle. To enhance the

30  stability, the composition can be frozen after filling into the vial and the water
removed under vacuum. Parenteral suspensions are prepared in substantially the
same manner, except that the compound is suspended in the vehicle instead of being
dissolved, and sterilization cannot be accomplished by filtration. The compound can
be sterilised by exposure to ethylene oxide before suspension in a sterile vehicle.

35 Advantageously, a surfactant or wetting agent is included in the composition to
facilitate uniform distribution of the compound.
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25 IHNMR (CDCl3) & 3.94 (3H, s}, 6.53 (1H, m), 7.21 (1H, 5), 7.32 (1H, m), 7.64
(1H, s), 8.25 (1H, br s). '

Description 3 :
§aMeth@xye6«trimmmmemﬁindaﬂﬁne {D3)

30 Theindole (D2) (67.63g, 0.315 mol) in glacial acetic acid (500 ml) was treated with
sodium cyanoborohydride (40 g, 0.637 mol) portionwise at room temperature with
stirring, After 3 b at room temperature the reaction mixture was diluted with water
(500 ml) and basified with 40% agueous NaOH with cooling. The mixture was then
extracted with dichloromethane (3 x 500 ml) and the combined extracts were dried

35 (Na3SQOy) and evaporated to give the title compound (67.73g, 99%) as an off-white
solid.

13 NMR (CDCl3) 8: 3.07 (2H, 1), 3.58 (2H, 1), 3.67 (1H, br 5), 3.83 (3H, 5), 6.83
(1, s}, 6.88 (1H, s).
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PCT/ EPQ7/ O@kb%/48659 The conposition may contai n f pourEPsifsise 99%
- by weight, preferably from 10 to 60% by wei ght, of the active

mat eri al, depending on the nethod of adm ni stration.

The dose of the conmpound used in the treatment of the aforementioned S

di sorders w || varé Jn the usual way with the seriousness of the disorders,
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general guide %wakﬁaﬁwﬂmmmeﬁha@@@@ﬂﬂ%@% 0.05 to 1000 ny, nore

suitably O. 05 Ami@r&oﬂ@mﬁMy@mﬂMmﬁeﬁyﬁMue@S ‘hiig, Bknmol)andni t doses

nay be adm Ghelitlahe (2. DR, 893 Adol) inQiry oUF ~‘ was ltiatedin@er 2 _
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When adni ni st SRRSHEE m&‘%@p@%ﬁ%hﬁ! nﬁ”@“ﬁﬁ'&&%@b‘ﬂ@

t oxi col ogi cal safuiated sodive hicasbenatesojition andavatenensil basic andithemextiscted with
The fol | ow ng dRefefomtthaRBin@aithob X THPbSaniclekitad: vodsowished Mihbaing] diid o
conpounds 4gf te@ﬁpéz@ééﬁmﬁ‘hg Residid was extracted with ether in a Soxhiet apparatus, and
concentration of the resultant solution gave the title compound in three crops (total
2.85g, 41%), m.p. > 180° (decomp.).

1§ NMR (CDCl3/CD30D) 8: 3.02 (2H, d, J=8), 3.52 (2H, d, J=8), 4.00 (3H, s), 6.77
{1H, s), 6.83 (11, s). :

. Description §

1-Acetyl-S-hydroxy-6-trifluoromethylindoline (D5)
A mixture of indoline (D4, 2.84g, 14 mmol) and acetic anhydride (1.32 ml, 14 mmol)
in dry dichloromethane {50 ml) was stirred at room temperature for 3h, then

20 evaporated. The residue was treated cautiously with saturated sodium bicarbonate
solution, then the solid product was filtered off, washed with water and dried to give
the title compound (3.28g, 96%), m.p. 244-7°C.
I NMR {dg-DMSO) &: 2.10 (3H, s), 3.11 (2H, ¢, J=8), 4.06 (2H, t, J=8), 6.88 (1H,
s), 8.18 (IH, s).

Description 6 -
1-Acetyl--trifluoromethyl-S-trifluoromethyisulphonyloxy-indoline (ID6)
To a solution of the acetylindoline (D35, 1.19g, 4.9 mmol) in dry pyridine (10 ml) at
0°C was added triflucromethanesulphonic anhydride (1.52g, 5.4 mmol). The mixture
30  was then stirred overnight, while slowly warming to room temperature. The mixture
was partially evaporated, the residual liquor was diluted well with water and the
precipitate was filtered off. The crude product was dissolved in dichloromethane and
the solution was washed with 1N hydrochloric acid and brine, dried and cvaporated to
give the title compound (1.77g, 96%).
35 1HNMR (CDCi3) 5: 2.28 (3H, s), 3.32 (2H, t, I=8), 4.19 (2H, 1, J=8), 7.29 (1H, 5),
8.60 (1H, s).
MS myz = 378 (MH*)

Description 7

40 §-Methyl-G-trifiuoromethylindoline (D7) :
To a mixture of the trifluoromethylsulphonyloxyindoline (D6, 1.77g, 4.69 mmol),
Hthium chloride (0.60g, 14.1 mumol) and bis(triphenylphosphine) palladium (II) chloride
(0.10g, 0.14 mmol) in dry dimethylformamide (15 ml) was added terramethyltin (0.72
ml, 5.2 mmol). The mixtore was heated at 110°C for 3.5h, then cooled and

7
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5- Met hoxy-6-tri f’lﬁugdsr(gﬁe?ﬁyl i n‘czllol ep( D2)

(5- Met hoxy-2-nitro-4-tifluoronethyl phenyl)acetonitrile (D) (85g, 0.327
mol) in Descaintiofo® / water (9:1, 1.61) and glacial acetic acid (16 M) was
hydr ogenat eZ-{D:Methilgyriiin-3-plakypSinitropyridimel{D8) (50 g) at 50 psi for 0.5 h

at roomsf enpefykeive2-mdiyIpRiGhe (0g, 037mdﬂﬁﬁ@fﬂlm(if3L§ﬁﬁMg@3ﬂ@ggaporat ed

i n vacuo. Thea n err
(1 1) and ’5"”:1, _ han?%;igg&lnié @%g 5 % dls C ex E‘J aagg ]
was dried (TP POTEQNYEG ‘S qf dF’li gﬁﬁq@f’%ol e
(67.63g, 9cEmpemtaredpey hours. Zs%mms-nMynp@er@mﬁgmfl @D@[mra}im and ]
3.94 (3H, sthe niixhide sidired for,18hodis dtthl. Witer (50331) (Wds adddd dropOdse and the (1H, s),
8.25 (I8 Dioldent was removedSinVabd.! Pk résidue was dissolved in CHyCly, washed with

10% agueous sodium hydroxide, and water, dried (NapSO4) and evaporated in vacuo

to afford the title compound (81.1g, 95%) as a yellow solid.

IH NMR (200 MHz; CDCl3) 8 (ppm): 2.22 (3H, 5), 6.93 (1H, d, J=8), 7.00-7.13

(1H, m), 7.23 (1H, dd, J=1, 8), 8.25 (1H, dd, J=1,5), 8.32 (1H, dd, J=3.8), 8.79 (1H,

25 d,J=3). :

Description
5-Amino-2-(Z-methylpyridin-3-yloxy)pyridine (D9)
2-(2-Methylpyridin-3-yloxy)-S-nitropyridine (D8, 81.1g, .35 mole) in ethanol (2L)

30 was treated with tin (II) chioride (232g, 1.23 mole) in conc. hydrochloric acid (500 ml)
and heated to 50°C for 1 hour. After cooling to ambient temperature, the mixture was
basified with 40% aqueous sodium hydroxide solution, extracted into ethyl acetate,
dried (NapS0y4) and evaporated in vacuo to afford the title compound (60.3g, 86%) as
& brown solid. '

35 I NMR (200 MHz; CDCl3) 8 (ppm): 2.26 (3H, 5), 3.40 (2H, br 8), 6.56 (1H, d,
J=9), 6.81-6.97 (2H, m), 7.08 (1H, dd, J=1,5), 7.43 (1H, d, J=3), 8.09 (I1H, dd, J=14).

Description 10
Phenyl N-[2-(2-methylpyridin-3-yvioxy)pyridin-S-yljcarbamate (D10)
40  5-Amino-2-(2-methylpyridin-3-yloxy)pyridine (D9, 60.3g, 0.3 mole) in dry CH7Cly
- {2.5L) was cooled to -20°C under argon. Triethylamine (46 ml, 0.33 mole) was
- added, followed dropwise by phenyl chioroformate (41 mi, 0.33 mole} and the mixture
was stizred at -20°C for 1 hour. After warming to ambient temperature, the mixture
was washed with dil. ag. NaHCO3, dried (Na350y4) and evaporated in vacuo. The

8



" 5-Met hoxy: 6- trlfluororrethyllndollne (D3) 30 The indole (D2) (67.63g,

0, 315 ol ) wigewiess al acetic acid (500 m) was treated W th perEpengsss M
- cyanoborohydrl de (40 g, 0.637 nol) portionwi se at roomtenperature with
stirring. After 3 h at roomterrperature the reaction mxture was dil uted

\‘?thahmmgtﬁﬁe was ﬁ%}é s’?eéry?tﬂﬁ éacte %%Wo%ﬁ% @%6&%6 and

t he conbi ned e% 8‘8’?@@?‘ err] S err M and or at ed
e ol e CANMA GAOM 6@%‘3&%@)03%4\@%& 9,634 (T, ¢, Iof1h.9.08-729 (G,

[err]H NVR ( CDgd{ 2361). 45 ¢H,Im), 3. 9012 bk s}, 7.9838.53 (282 }1n),18.39 A5 M, §45). br s),
3.83 (3H, si, 6.83 (IH s), 6.88 (1H s).

6 WO 9 /4%69 ption 1

PCT/ EP97/ 03156 o8 hoccription 4 | o

5- Hydr oxy- 6- trﬁf@mmﬂrﬁiﬂmwywm“Mf hoxylic agidethyl ester (D11)

5- net hoxy- 6- trSwmmhydndel(mgnﬁmQM@WMB?MEMM@@Mam&Mm

i odotrint hyl si bﬁ%y&ﬁﬁ 2-tHethyBfidi me@m@gm@mﬂm )/ A fdr)1. SR rt. 2
heat ed undgg : on

stirring to th Intiod & ropyridazil :

vacuo. The resgggégv {q Mﬁﬂ“%ﬁ?‘i‘%ﬁ 4t Was stized
sol ution and wéarer fugthes 1.5badhe DMK was mwtmammmw thi residue pamnomed

di chl or onet han@émﬁ@npm NEGH @fmn'ﬂdmg@ (0 mINAERedr ik INBSSOF) thér | ed

and 10 evapo W&f W b et ' t
appar at us, bfg&ﬁ&svgonce tratio the res ﬂﬁ%%?s Pﬁtﬂ’}g?\é%gvg)‘g{b?g title

conpound i th%@@”cro t ot
EZS@ iz, CDCB:;) &: 1.46 (3H, t, 3=T7), 2.45 (3H, s), 4.50 (2H, q, I=7),
7.22 (1H, dd, I=4), 7.37 (1H, d, J=10), 7.51 (1H, d, J=10), 8.26 (1H, 4, J=10), 8.45
(1H, dd, J=2.7).

20 Description 12 _
§-(2-Methylpyridin-3-yloxy)piperazine-3-carboxylic acid hydrazide (1312)
6-(2-Methylpyridin-3-yloxy)-pyridazine-3-carboxylic acid ethyl ester (D11) (1.07g,
4.13 mmol) and hydrazine monchydrate (0.23 ml, 7.22 mmol) in ethanol (100 ml) was
stizred at room temperature for 1 hour then heated at S0°C for 1 hour and finally

25  heated at reflux for 4 hours. A second portion of hydrazine monohydrate (0.23 mil,
7.22 mmol) was added and the mixture refluxed for a further 2 hours. After being
allowed to cool the solvent was removed in vacuo. The off-white solid residue was
subjected to column chromatography using 25% MeOH/EtOAc as eluant, resulamg in
2 white crystalline product (0.63g, 62%).

30 1H NMR (200 MHz, CDCl3) & 2.43 (3H, 5), 4.09 (2H, d, J=5), 6.91 (1H, brs), 7.42
(1H, d, J=11), 7.50 (1H, dd, J=2,8), 8.33 (1H, d, J=10), 8.47 (1H, dd, J=2.5), 8.66
{1H, m).

Description 13
as (%Me&hyipywdEMaSayﬂ@xy)epym'mdazineeSsmrbmyﬁ azide (D13)
.- A solution of 6-(2-methylpyridin-3-yloxy)-pyridazine-3-cerboxylic acid hydrazide
- (D12) (0.62g, 2.53 mmot) in conc. hydrochloric acid (9 mi) and water (7.5 ml) cooled
. to 0°C in an ice-bath was treated with a solution of sodium nitrite (0.18g, 2.53 mmol)
in water (1.5 mi) dropwise keeping the temperature below 5°C. After 10 minutes
40 sawrated potassium carbonate was added until basic. The precipitate was filtered off,
washed with water and air dried to give a cream solid (0.33g, 51%).
1H NMR (200 MHz, CDCl3) 8 (ppm): 2.46 (3H, s), 7.24 (1H. 4, J=5), 7.40 (1H, &,
I=10), 7.53 (1H, dd, J=1,8), 8.30 (1K, d, J=10), 8.49 (1H, dd, J=1,8).
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2.859, 41%, mp. > 180[err] (deconp.). [err]H NMR
(CDO [ew®sDEEs2r | OD) [err]: 3.02(2H, d, J=8), 3.52 (2H, ®@CTENyH3S600 {3H, -

. s), 6.77 (1H, s), 6.83 (1H, s). 15 Description 5
1- Acetyl - 5- hydroxy 6-trifluoronethylindoline (D5) A m xture of
i ndol i ne (Dfxesaplédg, 14 rrrml) and acetic anhydride (1.32 ml, 14 nmol)

|n dr dICh for 3h, then

gvapor%&%@wm [esS] 'ﬂé&ﬁ‘é@yig{ﬁé(}ﬁg@uﬁﬂ%lmﬁ@sa Urat ed sodi um
b| car bonat e n the solid product was filtered off, washed
with water &n@mmzmlgﬁe\@? 20g, 99 yamoi); pi prerde (BRI 33.920898, m p.
244- 7] er$ ]| Counol) and {frivelyfizdndibiRl 3.9 Gfl; IBEOMol)En iy ditnetByifodinamide (1B) whs (2H, t,
J=8), 4.06 {iédted b1 95T839C FordSh, tidn cooled md%vap@m& it Vikuss ) ThelRsidue was

Descrption

Do Acetyl 6 ?ﬂ@@@%&%@ﬁmﬁw AR08 sty s e 1

To a sol utléﬁdﬂ@m&@ﬁ@mm B thsgrofues in solytign. %@W)PWW@%/W d| ne
(10 M) at with mﬁf&ﬁ mmmmwammmmmmmwmmmm&mﬁem
(1.529, 1§ 4 diEKRrbmetite B Mivetie Sk naf(sz.sg,;m%ﬁu@vmrzomﬂt Wh' le

sl owl y twa(gml m ﬁtﬁ sr 2%‘2’ 322 Eﬁg}%t

evapor at e e,r q

preci pi t at ed f@% 9%%4 cf)cl r§ rﬁ %@t %iﬁgi A/@?% ?78

di chl or orret KHicddhde8,2), 8. mﬂﬂs DoB.20i(bH, M§2h&siﬁbﬂim¢. F=DNBFBdABE ). ori c acid
and brine, drled and evaporated to give the title conmpound (1.77g,

96% . 3 dib BVR (CDCI 3) [err]: 2.28 (3H, s), 3.32 (2H t, J=8), 4.19
(ZQ t,@% i ( ) [err]: ( ) ( )

ﬂ‘f\

t 30 (1 . ni.z = 378
(MH err]) ethylele ;‘i}ﬁ?ﬁl‘ﬁﬂﬁhi’l’iﬂg’( kg litd : dgn#yﬂpyzg%’s W@”‘tzmﬁ i ndol i ne
(D7) yicagbameplli %metW@WWU@ﬁém hyl sul phonyl oxyi ndol i ne (D6,

1.779, 4.69 Towdtirved suspensiontdfithenfredrbasei (B2, 3256 06,9 thinol) inmdtharod (IL) was
bi s(tri phenyigns piinisn ofR)draHIoNR 4did {S.60) ABI TR, 84 mmol) in methano! (50 mL)
20 dropwise over 15 mins. The resulting solution was concentrated in vacuo 1o
approximately half the original volums, then boiled down further on a steam-bath with
addition of ether until cloudiness persisted. The solution was cooled, finally in ice, and
the precipitate was filtered off, washed with ether and dried to give the title compound
(33.8g, 96%) as a white solid, m.p. 241-6°C.
25 IHNMR (dg-DMSOQ) &: 2.35 (3H, s), 2.58 (3H, 5}, 3.23 (2H, d, 1=8), 4.20 (2H. d,
- 1=8), 7.24 (1H, d, J=8), 7.26 (1H, s), 7.83 (1H, dd, J=8,5), 8.15 (1H, s), 8.18 (1H, m),
8.21 (1H, 4, J=8), 8.32 (1H, d, J==2), 8.51 (1H, d, J=8), 9.00 (1H, s).
The title compound can also be prepared by treating a solution of the free base in
propanol with concentrated hydrochloric acid.

Example 3
&Meﬁhyﬂ.ﬁﬁetmﬂm@mmewmyiemaﬁﬁe(zamthﬂpymdma&yﬂmxy)swﬁdmée
yicarbamoyl]indoline methyl sulphonate (E3)

The free-base (E1, 2g, 4.7 mmol) in refluxing 3% agueous acetone (SO mi) was treated

35 with methanesulphonic acid (0.47g). The resulting solution was concentrated in vacuo
and taken up in boiling methanol (50 ml) then boiled down further on a steam-bath
with addition of ether unti! precipitation began. The solution was cooled, finally in ice,

- and the precipitate was filtered off, washed with ether and dried to give the title

compound (2.35g, 96%) as a white solid, m.p. 159-161°C.

4 HNMR {dg-DMSO0) 8: 2.35 (3H, s), 2.38 (3H, s), 2.50 (3H, 5), 3.23 (2H, d, J=8),
3.89 (IH, br s), 4.18 (2H, d, J=8), 7.23 (1H, d, J=8), 7.28 (IH, 5), 7.79 (14, dd,
J=8,5), 8.10-8.18 (3H, m), 8.29 (1H, d, J=2), .51 (1H, d, J=8}, 8.85 (1H, s).
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(0.10g, 0.124 mmol) in dry dinethylformam de (15 m) was added

t et r asret hyigeh oedshy 72 m, 5.2 nmol). The m xture was hegtHgpdie .
11gerr]C for 3. 5h, tten cool ed and '

7 WD 97. 48699 :

PCT/ EP97/ 03156 evaporated. The residue was partitioned between

di chi or onet ha an@ ter, and the organi ¢ phase was washed with
brine, dried %ﬁrat ed. The crude product was di ssolved in

et hanol (30 nfietindrkifri2rametbplpyuidiniyloxykpysdadn: bpicarhemayl) -Gnd
solid sodium m&@mmmwmmm%dded and the m xture was heated under
reflux 5

. . nelE-Eébo
e 5 b e nt o e
chr onat ograph@@ﬂ@ﬂﬂhmllwgyﬂMm%m@ﬂ@&@dtﬂwol iﬂn@tspbmwm 2:1
et her/ petr ol em@tﬂan vﬁm@o\ﬂe&mﬂe biroavic soligo Ulls #as cmédlﬁﬁcoﬁmmm

43-41e1 1] C. 1@nrontsdgrhh ffz H/ﬂ»t:b&ﬁﬁéﬂumz?ms%héﬁﬁd
J=8), 3. 5{0(2 N £ 5

s OP5IPEL tilles RV @d?ﬁ A ? tro ri d| ne
()DB) 15 3- S E?é%'gé? 3;;( @ ;2 é) .25, 2F .%I%E
under argon wddé (ZH t, J@&B),ﬁcmﬂﬁm[sw? mnm Jﬁﬁﬂ?ﬂﬂ@@m,]ﬂ IIgI@)f. ‘7@6 mm%

di spersi on i nggj J=2,6, .51 vHebr. W3 B.27 (1H, s) 8188 (PA! dd, q&zm%mmtm» ppy<t ure
stirred at O[err]C for 15 mnutes and then room tenmperature for 3
hours. 2-Chloro-5-nitropyridine (58.6g, 0.37 nole) was added and t he
m xture st3rrBharopcalggisaléatas: . t. Water (50 nl) was added dropwise and

the 20 sol vent was renoved in vacuo. The residue was dissolved in
CH err] d [err [3g1a®biriine 'bmdlmg to rat or human 5-HT3( clones expressed in 283 cells

in vitro

Compounds can be tesmsd following the procedure outlined in WO 94/04533. The
20 compounds of the Examples had pKi values of about 8.6 to 9.5 in human cells.

Reversaﬂ of MCPP-induced Hypolocomotion
cmpounds can be tested following the procedure outlined in WO 94/04533.

The c@mpoumds of the examples showed good activity after dosing at 1-5 mg/kg p.o.
in the rat with an extended duration of action.
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10% aqueous sodi um hydroxi de, and water, dried (Na[err]S(err]) and
evapor ape @ igssy acuo mtle conpound (%ﬂgﬁﬁ?& as_a, .
yel | ow solid. [ err ikl CDCl[err]) [err] 22 (3H
s), 6.93 (1H, d, J=8), ‘J';‘;ﬂ Hmmﬁﬂ l 7.23 (1H, dd, J=1, 8. 25
(1H, dd, J =& %TQWS,B.SZ (1 dd, W=3, 8f, 8. 79 (lH 25 d, —3)

Descri ption @ 5- Am no- 2- ( 2- et hyl pyri di n- 3-yl oxy) pyri di ne (D9)

2- (2-Met hyl pyridin-3-yl oxy)-5-nitropyrine (D8, 81.1g, 0.35 nole) in ethanol
(2L) 30 S tr Radcpshoinki I 32g, 1.23 nole) in conc.
hydr ochl or\lmg am% (50 m tbﬁw%&“”f%éﬁ?e to£250[err]C for 1 hour. After
cooling to anbient tenperature, the mxtur basified with 40%

aqueous sodi um hydr oxi de solti Oto et hyl acetate,
\6 to afford the title conpound

dried (Na[err]SJerr]) and®e

(60.3g, 86% as a br ol i dJ 35 x [erﬁq MR (BD0 MHz; CDC [err])
[err] (ppm: 2.26 (3H s), : d°(1h d, =9),
6.81-6.97 (2H, m), 7.08 (1H dd, J=1,5), 7.4% (dd  d J=3), 8.09 (1H dd,
J=1,4). 58 Description 10 Phenyl ' R

N—[2(2 met hyl pyri di n-3-yl oxy) pyri di n- 5- ]carbamate(DlO) 40
5- Am no- 2- (2- met hyl pyri di n-3-yl oxy) pyridine (D9, 60.3g,.0.3 nole) in dry

CH err]d[err] (2.5L) was cooled to -20[err]C under ar.gon.

Triethyl aniwhkergi® m, 0.33 nole) was added, foll owed dropw se by
phenyl chl %m@tﬁ (41 mM, 0.33 nole) and the m xture was stirred
at -20[err] ou After warm ng to anbient tenperature, the m xture
was wasi®ed B i mgmw Ne#iyterr], dried (Na[err]SOerr]) and evaporat ed
'99/ ng gg T2 and R3 groups are independently halogen, C1.6 atkyi, or trifiucromethy® Vo

PCT/ EP97/ 03456 4 compound according to claim 1 in which X is CIH.

A compound according to claim 1 or 2 in which R1 is methyl.

A compound according to any one of claims 1 to 3 in which R2is CF,.
A compound according to any one of claims 1 to 4 in which R3 is Cy_¢g

A compound according to any one of claims 1 to 5 in which R3 is methyl.

A corﬁm;paund according to claim 1 which is:
S-Methyl-6-trifluoromethyl-1-[6-(2-methylpyridin-3-yloxy)-pyridin-3-

20  ylcarbamoyilindoline,
§-Methyl-6-trifluoromethyl-1- [6-=(2~mcthyipymﬂmm{%«yloxy)-pyndmn{i-
yicarbamoyllindoliae,

= oS w
5

and pharmaceutically acceptable salts thereof.

g. A compound according to claim 1 which is 5-Methyl-6-trifluoromethyl-1-{6-
25 (Zamekhyﬂpyﬂdim-»3»yﬁoxy)-pyridin«:‘i-ylcarbmwyﬁ}indo}.ime hydrochloride.

9. A process for preparing a compound according to any one of claims 1 to 6

which comprises reacting a compound of formula (II):

A
/M ﬂ R Z : A
= o \N X
30
(I
with 2 compound of formula (II); TTTr—

g
@
&

E
g

=il

o

==i
DN
R!ngngiﬁ g-g



residue was recrystallised fromethyl a -80[err] petroleumether to
af f.or de t heWOi 37148659 conpound (53. 79, | B6%) SkerTay p%qa i decT/EPSTO3SE ] H
NVR (250 MHz; CDCIL_L[_]_)__Leu] (ppm: 3. ﬁ 1H, d, J=7),

708729”(‘41:1’/ "7.33-7.45 (3H, &H_Js) 7. 98-8.13 (2H,

m, 8.39 (kg Description 11

6- (2- Met yri dazi ne- CBcar boxylic acid ethyl ester (Dl1)
Sodi um hydr «de (0121"‘9 of "an 80% di sper on_q oi*, 7.0 mmol) was added to
a solution of 3-hydroxy-2-nethyl gri{ s1(0.8g, 8.0 mml) in DVF (15
m). After 1.5h at r.t. a 10 solution \Qf_X IQr opyri dazi ne- 3-car boxylic
acid ethyl ester (Chem Pharm Bull. 1994, y Bf2(2) 371) (1.0, 5.4
mmol) in DM (10 m) was added and the m xture was stirred for a

further 1.5h. The DMF was renoved in vacuo @H} the residue partitioned
between dil. aq. NaCH (50 m) and CHerr]GC [err] (100 m). After drying
(Na[ err] SO ®rr iy whith R1, Rzamnawgmmwmﬁmé aslaﬁm%&%%mﬂmwz@% ng
conmpound as an_off: white solid (1.09qg, 15 789% . [err ‘Bm
MHz, CDCL[err] JP8BIM8F 1. 46 (3H, t, J=7), 2.45 (3H, s), 4.50 (2H, g, J=7),
7.22 (1H, dd, §4), M&?N%Odmmwydmg@m (1H, d, J=10), 8.26 (1H, d,

J=10), 8.45 (1 scription 12
6- (2- Met hyl pyr qu n- lA % gpl pé'zlngﬁi‘glgméﬁboxyl ic acid hydrazide (D12)
S0

6- (2- Met hyI pyr(ﬂ@ﬁi)n 3!5/1 MB@%@IM&O@ carboxylic acid ethyl ester (D11)

(1.07g, v§,3 mﬂ’ﬂs)ha?dg%n@i& B@@m ohydrate (0.23 m, 7.22 mmol) in
et hanol (100 tirred at tenperature for 1 hour then
heated at 50[e MS@E%{&M &RUPs Wammfz@’ optipaally forming & pharmacentically

hours. A secongcdeptdb @mmmﬂwﬁr a2| ne nonohydrate (0.23 nl, 722 mmol )
e e g tbE T B n M@ﬁwﬁp%t ?a@xmsrﬁéoé%w HinEHRY g
resi due was 1L s ub} pletregctwicabéompositionow Fyesuscompolncabidatiingtt&AC
as el uant, 14 esghd bidof Saims 1 to @aﬁ%‘hbﬁ%&éﬁ@ﬂ!&@&%&&ﬁé@c@é&ﬁm%@
12. Use of a compound according to any one of claims 1 to 8 for the
manufacture of a medicament for the treatment of anxiety and/or depression.

e —

“‘\ ‘\\
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:

’ P31509 eve’ T iy _ .
30 [err]H NVR (200 MHz, CDCI[err]) [err] 2.43 (3H, s), 4.09(2H d,
J=5), 6.91 (1H, br s), 7.42 (1H d, J=11), 7.50 (1H, ~dd, J=2,8), 8.33
(1H, d, J=10), 8.47 (1H, dd, J=2,5), 8.66 (1H Descrptlon
13 35 6- (2- Met hyl pyridin-3-ylo % - 3-car bonyl azi de (D13)
A solution of 6-(2-nethylpyridi n%%? &Mﬁe 3-carboxylic acid

hydrazi de (D12) (0.62g, 2.53 mml) i.n conc. hydrochl oric acid (9 m

) .
and water (7.5 m.), | ed . Sr LG IR an | cet % eated with
a solution of r‘“-“"' t g , 2. 53 oIy & 3 Wa V&*’l 5n)

baS| C.

sat ur at eg PQL. 's added until - The precipitate was

filtered # . d Wth water and air drledt0|ve a-cream solid :
(0. 33g. 51% PCT@W@WWM R5423783p08 08,96) {SmithKline @6 (3H o
), 7.24 1'&s&a’begmdbfé§m ﬁméé&waﬁveswhnchaﬁe'é&bmbeﬁ
8.30 (1H, d, J=10), 8.49 (1H dd, J=1, 8).

9 VO 9 5HkaryoR receptor antagonist acuvnty Alnovel class of compoundshasmwbeen

PCT/ EP97/ 03 ifieovered whickEfllwitkin the generic scope of PCT/EP96/00368, but e ot

J1 car badBy! ;@Fggpaw@#@ﬁ %@H;m%g@%g

phenyl car barsi{® profiler(énhamed abuw;gt@déﬂa’&u&nm _
%8? T, the %@’ﬁ‘@aﬂaﬂy '%@é%?%?@a‘ ﬁ%@@%wﬁ%@% Et ed
theirtdtment QNS erssudh asCancint WQMIWWCIOM W t h
mpﬂmw@nﬂ%mgm%mm&mﬂe@mmf@ﬂm .
15 dmsardmsmhasmaamdhuhma,p&mc@k&mth@wﬂﬁmm@gabm

disorders associated with spinal trauma mdfm head injury such as hyd!mcephaﬁus,
Compounds of the invention are also expected to be of use in the treatment of certain
intestinal) disorders such as IBS (Irritable Bowe! Syndrome) as well as
20  microvascular disedses such as macular oedema and retinopathy.
 The present invention therefore pmvxdes in & first aspect, a compound of
formula (I) or a salt thereof: '

25

X is CH &' N; |
| R is hydrogen or Cj.g alkyl; -
30  R2and R3 groups are independently Cj.g alkyl or trifluoromethyl. .
_ - Cy.g Alkyl gmups, whether alone orasp@ﬂofam&mrgmup,maybemght
chain or branched.
Prefersbly XisCH.
Preferably R! is methyl.

35 . ly Rz is CF3 7,',‘ Ore Jiwwiﬁvﬁ.‘iiw RO AL
- . | 16APR W
AMENDED SHEET -

IPEA/EP -




P31509 ' :
addltlon of nmethanol to keep the product in-sol ution. The organi ¢ phase was
washed ~with water and brine, drie€d and evaporated. The crude product
T was recrystal lised from 10 d| chl oronmet hane to give the title conpound
(32.5g, 769%, m . 112-4 [err]H N (d[err] DI\/SO)[err] 2. 32
(3H, s), 2.38 (3 3@@@ matm partisularly methyly J=8), 7.09 .
(1H, d, J=8) : SO tAdinveation) insluge: 7. 49 (1H, d, J=8), 8.06.
(iH dd, gﬁ@ge g&»;@m 16 gl Sy el 975). 578
(1H, s). 1%
5- Net hy - 6- YicmbamoyHindoHpe. Hhis go WWW@WW@ SoMethshlri22n- 3-
yl car barfoy| jnethyipyiridin-BydoxicHi-pyridycgtiginoyl] m%m@hyhm@hnsmaéﬁm on of
the free- ba%y@&in5az§é’m§me@5(z9meu@tasupfmmwgse yridinylP§-(trifluoro a

-soI ution of 4 mmol) In rrethanol (50 L)
dr opw %% l‘g@ M’%@! he resulting solution was concentrated in
vacuo to aMe!lhﬂ]sl%{M@hﬁpm@ma}nﬁ@xmbpmmﬂ%ﬂﬂlm@mwﬂ}ﬁ- boi | ed down

further on addl tion of ether until cloudiness

persi st ed. |naII inice, and t he

pr eci pi ether and drled to glve the title
conmpound H__},!"‘ ey J; B r]H
NVR (d[err] - ,'LH58 3 2

4.20 (2H, 0@3 ﬁ*‘“é%ﬁé’ &?‘F?@P egchdtﬂitﬂ%nad

J=8,5), 8. wmmm,ph&sﬁt&ﬂclmmﬁmmc,mt&yaw&id,mc,mmww d,

\;])rgg)argdS%yéﬂﬂr_{ 3@%‘]_@? - : t*}itslseweﬁgg%gnd can al so be |

panol with
concentlSat Mﬂmrbmethﬂetq[ﬁs(&meﬁhylﬁmdma&ylaxy)epyndmﬁsylcarbamoyl] indoline

5- Met hyl Cﬁw d%l-l [ 6- (2- et hyl pyri di n-3-yl oxy) - pyri di n- 3- '
yl car barmyl#”b I ne et Bﬁhonate (E3) The free-base (El, 2g,
4.7 mol) in refCospaygndy quwqumsemmeww W|th_

.met hanesul Wes,%&%ﬁvéﬂmﬂwmm ftérds@d 1 N

:‘lﬁ(r:tjh)er on @g”gﬁg@é%%gtﬁ&s o leg t‘t%@&?ﬁtaﬁ@mﬁhen ‘Bgﬁle@g%g%t i on

began. Zghe teﬁmedlt@tmm itisQinglerstdodnbat thie tebmi ‘Cotmpound of faisiulh (B disceci pi tate

. was fil terem%gff she tﬂst %tcggn{potat:ﬂjs&rthegnto (S ve L t he tare&e .
standard procedures such as those of PCT/EP96/00368 (WOeAe96!23783), for

example by the coupling of a compound of formula (IT);

1
=~ X
X ~0”" Sn”

a

23

- with & compound of formula (III);
30 * '
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. P31509 ' : -
conpound (2.35g, 96% as a white solid, mp. 159-161[err]C. 40 [err]H NWR -
(d[err]-DMSO) [err]: 2.35 (3H, s), 2.38 (3H, s), 2.50 (3H, s), 3.23 (2H, -
3 J=8), 3.89 (1H, br s), 4.18 (2H, d, J=8), 723(1H d, J 8), 7.28
(1H, s), 7.79 (1H, dd, J=8, 5), 810818(3H m, 29(1H d, J=2),
8.51(1H, d, W“Mchmlﬁzéﬂdk syeasdeﬁnedmfermuﬁaa)mdAandBcomamthe

10 . Examm NHCO-
5- Met hyl - 1- [@’gg VT T tnflc azl n- o&etg 1(\%:% O hipcougled
trifluoromeshgt mlly rmageugcally acceptab. esadltmexeo

6- (2- et hyl Rygrhho Rdin sBaGgbony! azi de (D13) (0. 33g,
1.29 mml)an melh ﬁrrgrf |ndoI|ne(D7) (0.26g, 1.29 mmol) in
t ol uene 3 1) (205‘71 "NFASY e Bds Y @é}rerr] C for 1 hour, then allowed to
cool . The s @iy ent A!\@SBNHCOLan&IB)MQ@ drogedacuo to | eave a pal e brown solid.
This was su cted to | u hr omat ogr aphy using 5% MeOH DCM as
el uant and. Eﬂlﬁg %’ﬁ %%%%%PP&@E from 10 Et CAc/ pet, ether to give a
white povvde(a v 0. 3%@3 alen ang B 81:60ONHj err] C. “[err]H NMR (250 MHz,
CDCl[err]) H
T, 5t b i ey ot 10
7.46 (14  such ascblord-op beymo, ingdazolasior phenoxy or phayithic-bptionallg salsstitu
J=2,6), 8. 4%@@% ‘Wi&jﬁlogem.lr’ Phar macol ogi cal data
. Preferably A is -NHCOL and B nshydmgen, particularly preferably A is -
| NHCOOPh and B is hydrogen.
15 m@th@dsmamﬂogoustokmwmmethcdsmdtome&bodsdesmbsdmtmfou@m
descriptions, for example using the procedures described in WO 95/01976 and
. PCT/EP96/00368 (WO-A-96/23783).
Novel intermediates of formula () also form part of the invention.
Pharmaceutically acceptabie salts may be prepared conventionaily by
20 reaction wmthmcammpmte acid or acid derivative. N-oxides may be formed
conventionally by reaction with hydmgen_ peroxide or percarboxylic acids.
Compounds of formula {I) and their pharmaceutically acceptable salts have
SHT9: receptor antagonist activity and are believed to be of potential use for the
treatment or prophylaxis of CNS disorders such as anxiety, depression, epilepsy,
25 @hmve compulsive disorders, migraine, Alzheimers disease, sleep disorders
ng ;«"\'l’n‘;u ~Es omedm rhythym), feeding disor J:’—:i‘t suchasamzemmd

sad injury such as hydrocephalus. Compe
pectet ‘m be of use in the treatment of certain GI disorders such as EBS as well as
vasgular diseases such as macular oedema and m@mopaﬁy
Thus the invention also provides a compound of formula (I) ora
harmaceutically acceptable salt thereof, for use as a therapeutic substance, in

particuler i in the treatment or prophylaxis of the above disorders.

35 The mvemmn further provides a method of treatment or pmphyﬁaxns of the
Jisorders, in mammals including humans, which comprises administering to the
rath pet ca!ﬂy effective amount of a compound of formula (f) ora

MEcel m a@cepmhke salt thereof.

30
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P31509 =
[[err] H -nesul ergine binding to rat or hunan 5- HT[err] cl ones expressed in
293 cells in QR Nds canh be tested following the
procedure outlined i ] wge 20 conpounds of the Exanples had

pKi val ues of about BIHIH WEOYY Y hunan cells. - Reversal of

MCPP- i nduc€laiigpol ocohwot con* Compounds can be tested follow ng. the
procedure outlined in WO 94/ 04533. The conpounds of the exanpl es
showed good activity after dosing at 15rrg/k p. o. in the rat with an
ext ended diw at.M@p@@d.@é@W%ﬂ@ms&ii d ai ns: 1. A

conpound of forrmula (I) or a salt thereof: [err] 5

X is CH orN;
10 R! is hydrogen or Cy_g alkyl; :
- R? and R3 groups are independently C1. alkyl or r triffuoromethyl.
Ac@mp@mdaecmdmgt@clmm 1 in which X is CH.
A compound according to claim 1 or 2 in which R is methy!.
A compound according to any one of claims 1 to 3 in which R2 is CF3 . |
A compound according to any one of claims 1 to 4 in whick R3 is Cy.g alkyl.
A compound according to any one of claims 1 to 5 in which R3 is methyl.
7. z&cnn@mmmdas@mnhngtochmnm1vﬂuchms
SaMethyﬂaﬁemﬂu@mmeﬂmyla1a[&e(zsmgthylpymdma&yﬂloxy)spyndmée
: ylcarbamoyl]indoline, :
20  5-Methyl-6-trifluoromethyl-1 e[ﬁa@ame&ylpyndméeyloxy)epynm 3=
ylcarbamoyljindoline,
and pharmaceutically acceptable salts thereof.
8. A compound according to claim 1 which is 5-Methy!-6-trifiuoromethyl-1-[6-
(2-methylpyridin-3-yloxy)-pyridin-3-ylcarbamoy!Jindoline hydnmhlcfﬁde.
25 9. A process for preparing a compound according to any one of claims 1 to 6
vﬂﬁdhc@mthmsn%wﬁngaconqmmmdofﬁmmmﬁa(HM

15

AN T i o

.

. = ’ . . ) rs . |
5 | /N| R' i A
| X0 S o
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P31509 T
Xis CHor N, 10 Rerr] is hydrogen or (err] alkyl; Rlerr] and

‘Rlerr] groups are independently C[err] alkyl or trlfluoronethyl 2.

-A conpound according to claiml in which X is CH 3. A conpound
according to claim1 or 2 in which err] is nmethyl. -4, A conmpound
according to any one of claims 1 to in which Rerr] is CF[err] 15 5.
A. conpoun?“ iR RikD iigibl i Nigs oR4.in whi ¢¥ { T]
al kyl R ik RS Gl l one of claims 1,10 Ch
Rlerr] is rtethhyl* g to claim.1 \hi'ch: Ps |

5- Met hyl - 6- trlfluoronethyl 1-[6-(2- nethylpyrldln 3-yl oxy) - pyridi n- 3-

yl car banoyl ] i ndol i ne, 20- . )

5-Met hyl -6-trifluoronethyl-I-[6-(2- nethypm%r|d|n 3-yl oxy) - pyri dazi n- 3-
yl car banoyl ] i ndol i ne, and pharmaceutically acceptable salts thereof.
8. A conpmn?mahffpR@Mn@Eghmchadd@mMMMQMMMﬂs@Damdz&amdﬂihmmtheﬁﬂkwwng
5- Met hyl | gt onet hyl -1-[ 6-

al ,,.'m 1S,

(2- et hy?pyrl di'n-3-yl oxy) pyri di n- 3-yl car banoyl ] i ndol i ne hydrochl oride. 25
9. A pro&@ss fo%lﬁ)fﬂﬁﬂ)éﬁl‘érigd£ according to any one of claims 1

to 6 co m agld Mund of formula (Il); [err] 30
wth a corrpo@ d o;m gorrmFgwu | I?%ﬁy ' )
12 A is -NH BisCOL, or

@v) Ais haiogmmd B is -CONH»

10 wherein L is a leaving group, and thereafter optionally forming a pharmaceuti
acceptable salt thereof. |

any one of cﬁamm ﬂ to8 md a pharmaceutically acoemable carrier or excnpxent.

15 12 Uwofacmmmdwmdmgwmymofcmglmsfmmemmm
of & medicament for the treatment of anxiety and/or depressi
13. A compound of formula (II);

N R > ﬁ A
O
()

ﬁnwhichwmXmm'deﬁMmfmmmmAisaNano,mcmwhemus
a leaving group, NHj or halogen. '

20

Fan s>
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.'-13-". [err] . in which Rlerr], Rerr] and Rerr] are as?éf ned in
formula (1) and A‘and B have the follow ng meani ngs: (1) Als-N:C:O

and B is hydrogen, 10 (ii)}—A is -NHCOL and B is hydrogen, (it Ais
-NH err] and Bis COL, or (iv) A i Substitgersheet -530 Noveorbgrel 959
wherein L i|3g8 "“'t I nﬂﬂgmm and t her eaTtTer optionarTy Tormng a

phar maceut i e8NS0 & le salt tHereof. 15 10. A conpound accordi ng

to any one ot dains®™1 fo B for use in t her apy. 11. A phar maceut i cal
conposition which conprises a conpound according to any Qof .clajnms 1
-to 8 and a pharmaceutically accﬁpt abl e carriﬁgr or exci pi %Pma{‘ﬁ,\r T CUET

! 0 1DEC 1999 ’;i

L

o

in which R', R* and R® are as defined in formula (I) and A and B have the following
meanings: '
(i) Ais -N=C=0 and B is hydrogen,

10 (ii) A is -NHCOL and B is hydrogen,
(i) A is -NH, and B is COL, or
{iv) A is halogen and B is -CONH,
wherein L is a leaving group, and thercafter @ptnonaﬂy forming a pharmaceuticaily
acceptable salt thereof. '

15 10. A compound according to any one of claims 1 to 8 for use in therapy.
11. A pharmaceutical composition which comprises a compound according to any one
of claims 1 to 8 and a pharmaceutically acceptable carrier or excipient.
12.  Use of 2 compound according to any one of claims 1 to 8 for the manufacture of a
medicament for the treatment of anxiety and/or depression.

20 13. A compound of formuia (I);

25 S

4y

in which R' and X are as defined in formula (D and A is -N=C=0, NHCOL where L is a

leaving group, or halogen.
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{57) Abstract

The invention relates te heterocyelic compounds of formuls (E)craultthmofwhmﬁnx is CH or N: R! is hydrogen or Cig alky

R? and R* groups are independently halogen, Ci.¢ alky), or triffuorame:

piogical activity, processes for their preparstios

0 compesitions containing them and to thelr use in the treatment CNS dﬂwrﬁm mxiety




