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Claims

A compound having the structure |

HET— L—(iH/C 3Re dn

1
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nisOor1,
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R1 and R2 are each selected independently from the group consisting of H; C1-

C6 alkyl-sue 5 4 pyb—2-prepyl—isebubd;, C1-C6 alkyl(C3-
C8)cycloalkyl el syeloprepylmethyl;,  C1-C6  hydroxyalkyl—such—as

C1-C6 alkoxy—su & hox } v: CH2CN;
CH2C(O)NH2 ;C1-C6 arylalkyl-such-as-benzyl-and-4-ch rzylh and C1-C6
alkyl-heterocycloalkyl s-tetrahyvaropyran-d-y-methyl Z-rnarpholin-d-y
athyl; halogen-such-as-F; and hydroxy;

R3 and R4 are each selected independently from the group consisting of H, OH,
F, CH3, and OCHS3;

L is a linker selected from the group consisting of -CH,-CH,-, -CH=CH-,
-CH»-S-, and -S-CH,-; and

HET is a heteroaromatic group selected from the group consisting of

1.2 4dltriazolol1 B-alpyrazine 1.2 4ltriszolol 5-a] pyridine and

1.2 41 Triazolo[1,5-alpyrimidine; formul sontaining-from-2-4 asitrogen-atol
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and tautomers and pharmaceutically acceptable acid addition salts thereof, and
polymorphic forms thereof.
2. The compound according to claim 1 wherein n=0.

3. The compound of Claim 1, wherein (a) C1-C6 alkyl is selected from the group

consisting of methyl, ethvl, 1-propvl, Z-propyl. isobutvl: (b)Y C1-C6 alkvl(C3-

C8eycloalkyl is cvclopropyimethyl; {(¢) C1-C6 hvdroxvalkyl is hydroxyethyl: (d

C1-C6 alkoxy is selected from the group consisting of methoxy and ethoxy: (e

C1-C6é arvialkyl is selected from the group consisting of benzyl and 4-

chiorobenzyl;, (f) C1-C6 alkvi-heterocycloalkyl is selected from the agroup

consisting of tetrahvdropyran-4-yl-methyl _and Z-morpholin-4-vi-ethyl: and (g

halogen is F Fwiich—HET lacied—from—th EOLE poisting—of
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4. The compound of Claim 21 in which HET is selected from the group consisting
of 5,8-Dimethyl-[1,2,4]triazolo[1,5-a]pyrazine;  5,8-Dimethyl-[1,2,4]triazolo[1,5-



47

a]pyridine, 5-methyl-[1,2,4]triazolo[1,5-a]pyridine, and (5-Methyl-
[1,2,4]triazolo[1,5-a]pyrazin-8-yl)-methanol.

@

Yy
S = N

&.5. The compound of claim 1 wherein R1 and R2 are independently selected from
the group consisting of H, OH, F, CH3, and OCH3

10 l +:£6. The compound of claim 1 wherein R5, R6 and R7 are independently selected

from the group consisting of H, CH3, and OCH3.

1 £-7. The compound of claim 1 wherein one or more of the hydrogen atoms of the
compound are replaced by deuterium.
15
l &:8. The compound of claim 1, wherein the compound is selected from the group
consisting of 2-[2-(5,8-dimethyl-[1,2,4]triazolo[1,5-a]pyrazin-2-yl)-ethyl}-5H-
imidazol[2,1-a]isoindole; 2-[2-(5,8-dimethyl-[1,2,4]triazolo[1,5-a]pyridin-2-yl)-
ethyl]-5H-imidazo[2,1-a]isoindole; 2-[2-(5-methyl-[1,2,4]triazolo[1,5-a]pyridin-2-
20 yl)-ethyl]-6H-imidazo[2, 1-a]isoindole; 2-[2-(5,8-dimethyl-[1,2,4]triazolo[1,5-
a)pyrazin-2-yl)-vinyl]-5H-imidazo[2,1-a]isoindole; {2-[2-(5H-Imidazo[2,1-
ajisoindol-2-yl)-ethyl]-5-methyl-[1,2,4]triazolo[1,5-a]pyrazin-8-yl}-methanol; and 2-
[2-(5,8-dimethyl-[1,2,4]triazolo[1,5-a]pyrazin-2-yl)-ethyl]-7-fluoro-5H-imidazo[2,1-
alisoindole, 2-[2-(5,8-Dimethyl-[1,2,4]triazolo[1,5-a]pyrazin-2-yl)-ethyl]-5,6-
25 dihydro-imidazo[2,1-a]isoquinoline

and pharmaceutically acceptable acid addition salts thereof.
4.9 A compound of any one of claims 1 to £-& as a medicament.

30 |44-10. Use of a compound of any one of claims 1 to &-& alone or in combination with

one or more neuroleptic agents sue sertindole,—planzapine —risper
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the manufacture of a medicament for treatment of a neurodegenerative or

. . . . er . . . 5
psychiatric disorder—whe e od ati e i Hngton
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. The use of claim 10, wherein the neuroleptic agent is selected from the group

12.

consisting of the aroup consisting of sertindole, olanzapine, risperidone

ustiapine, aripiprazole, haloperidol, clozapine, ziprasidone and osanetant.

The use of claim 10, wherein the neurodeqenerative disorder is Huntinaton's

disease, and the psychiatric disorder is selected from the group consisting of

schizophrenia, schizophreniform disorder: schizoaffective disorder delusional

disorder; bipolar disorder, and cvclothymic disorder,
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13.

A pharmaceutical composition comprising a therapeutically effective amount of a
compound of any one of claims 1 to 89, and one or more pharmaceutically

acceptable carriers, diluents and excipients.



