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and wherein each of said C1_2

cyclopropyl-O- substituents 

selected from the group of fluoro, 

R
2 

is hydrogen; 

R
3 

is selected from the group 

(S)-2,2,2-trifluoro-l-methyl-ethoxy 

-alkyl-, C1_2-alky1-0-, C1_2-alkyl-00-, cyclopropyl- or 

may be substituted with 1 or more substituents independently 

-CF3, -CHF2, -CH2F and —CN; 

R 1,1,1 trifluoro 2 	S 1,1,1 trifluoro 2 of 	 ethoxy and ethoxy 

and (R)-2,2,2-trifluoro-l-methyl-ethoxy; 

R
4 

is hydrogen; 

R
5 

is hydrogen; 

R
6 

is selected from the group of C14-alkyl-S02- and -CN; 

R
7 

is hydrogen. 

7. A 	 to 	 form the claiml selected 	group of compound according 
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and R 

R3, 

-- -: - -_-. - . 	: 	• 
'I 

and S 

configuration at 

een.fi-guration-atil
a 
 3 

the diastereomor of each of the above listed compounds with R at R1 
 and S 

een.figufatien-at-R 7 
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configuration 

1  
and R 

R3, 

0=S=0 
I 

configuration at 

diastereomers thereof. and a mixture of 

7. 	A compound according to claim 1, of the formula 
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wherein said compound is 

F 

selected from the group 

F0 / 
N 

consisting of: 
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or 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. 

the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3.  

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3. 

the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. --,. 

wherein, in each such stereoisomer, the chiral carbon atom designated by the nu- 

meral 2 is always in the syn configuration with respect to the chiral carbon atom 

designated by the numeral 1; 

a mixture of two or more of the foregoing stereoisomer. 

8. A compound according to any of claims 1, 2, 3, 4, 5 or 6, wherein the absolute configu-

ration at R
1 
 is R. 

9. A compound according to any of claims 1, 2, 3, 4, 5 or 6, wherein the absolute configu-

ration at R
1 
 is S. 

10. A compound according to any of claims 1, 2, 3, 4, 5, 6, 7, 8 or 9, wherein the corn-

pounds is in the form of a salt. 
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11. A 	 to 	 1 compound according 	any of claims 7 	9 	10, 	the or 	wherein corn 

is in the form pounds 	 of a solvate. 

11 10 for 	in use 	or for use as a 

a therapeutic or 

1211. A compound according to any one of claims 1 to 

medicament, wherein the use of the medicament or the 

prophylactic method 

medicament is for 
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tion 	GlyT1, of 

(b) 	 of a 	 accessible 	 of for the treatment 	disease that is 	by the inhibition 	GlyT1, 

(ea) 	for the treatment, amelioration or prevention of a condition selected from the group 

consisting of positive and negative symptoms of schizophrenia,-psychoses and cogni-

tive impaiiments associated with schizophrenia, Alzheimer's Disease, prodromal Alz- 

heimer's disease, amnestic mild cognitive impairment and psychiatric disorders; 

(E112) 	for the treatment of Alzheimer's disease, prodromal Alzheimer's disease, amnestic 

mild cognitive impairment or cognitive impairment associated with Alzheimer's dis- 

ease, 

(ec) 	for the treatment of schizophrenia or cognitive impairment associated with schizo- 

phrenia, 

(fcj.) for the treatment of psychoses. 

X312. Pharmaceutical composition or medicament comprising a compound according to 

any one of claims 1 to 4410. 

11. Use 	 to 	 1 to 11 for the of a compound according 	any one of claims 	 manufacture of a 

defined in 	12. medicament as 	claim 

4413. Combination of a compound according to any one of claims 1 to 44-10 with another 

active agent, that 

(a) is useful for the therapeutic treatment of a disease or condition as defined in claim 12  

11 under (a) or (b) or (c) or (d) or  (e) or (f)  or 

(b) is useful for the prophylactic treatment of a condition or disease as defined in claim 12  

11 	 (e) under (a) or (b) or (c) or (d) or 	or (f) or 

(c) is useful for the manufacture of a medicament for the treatment of a condition or dis- 

defined in 	12 11 ease as 	claim 	under (a) or (b) or (c) or (d) or (e) or (f). 

30 
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4-614. A compound of general formula (II), (III), (IV), (V) or (VI): 
PG 	 PG 	 PG 

I 	 I 	 I 
N 	0 	 N 	 N 

R2  T 	
0 O 

R8 	 OH 

general formula (II) 	general formula (III) 	general formula (IV) 

PG 

N 	 N 

R2 	
O 	

R1 	
R5 

OH 	 R6  

general foimula (V) 	general foimula (VI) 

wherein in each of those independent formulas 

R
1
,-R

2
3  R4, R

5
, R

6
, and R

7 
have the meaning as in any of claims 1 to 9, 

in general formula (II) to (V) is selected from the group consisting of C1_4-alkyl-, C1-4- 

alkyl-O-, -CN and C3_6-cycloalkyl-, 

R
2 

in general formula (VI) is selected from the group consisting of hydrogen, C _4-alkyl-, 

C1-4-alkyl-O-, -CN and C3_6-eycloalkyl-, 

wherein each of said C1_4-alkyl-, C1_4-alky1-0- and C3_6-evcloalkyl-group may be option- 

ally substituted with 1, 2, 3 or more substituents independently selected from the group of 

fluoro, -CF3, -CHF2, -CH2F and -CN; 

R
8 

is C1_4 alkyl-O-, optionally substituted by 1 or more substituents independently select-

ed from each other from the group of fluoro, chloro, bromo, -CN, C1_4 alkyl-O-, C1-4 

15 
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alkyl-, phenyl and benzyl, wherein phenyl and benzyl optionally may be substituted with 

one or more substituents independently selected from each other from the group of fluoro, 

chloro, bromo, -CN, C1_4 alkyl-O-, C1_4 alkyl-; and 

PG is a protecting group for an amino function selected from the group consisting of tert-

butoxycarbonyl-, 9-fluorenylmethoxycarbonyl-, benzyl-, and 2,4-dimethoxybenzyl-. 

17. 	Use 	 to 	 1 to 11 in the of a compound according 	any one or more of claims 	 manufac 

- - 	• 	• 	k 	- 	 - - 	 -_ 	- - : 	.- : 	: 	: 	. 	: 	: 	 : 	: : 	4 

I: 	': 	' 	 • 	''.: 	''' • 	 ' 	":"" 	•1-.... . 	t 	 : 	. -- 	. 	. .. ".. 	: 	:: Z 	.. 	 : 

" 	7. 	' 	 "::;•:.: 	4 :: 	 - : 	.• 	• : 	::" 	:: : 	 :'::::: 	: 	 :" 	. 	: 	- 	: 	7. Z.,: 

" 	' 	". 	̂ 	:' 	' 	. _ 	_ 	.  - .":.."":- 	.... 	: 	: 	 :'. 

chiatric disorders, (d) Alzheimer's disease 	impairment 	 Alz or cognitive 	associated with 

- ' - 	- 

to claim 1, of the formula 

and-(4)-13syeheses, 

15. 	A compound according 

O 

F 

 

3 	
F 
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0 \
N 	

0=S=0 
I 

F 

wherein said compound is selected from the group consisting of: 
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the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. 

the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

I 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3. and 

the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. 

wherein, in each such stereoisomer, the chiral carbon atom designated by the nu- 

meral 2 is always in the syn configuration with respect to the chiral carbon atom 

designated by the numeral 11 

or a mixture of two or more of the foregoing stereoisomers. 

16. A compound according to claim 1, of the formula 
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, 

by the numeral 1., 

0 \
N 	

0=S=0 
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F 

with R-configuration at the chiral carbon atom designated 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

numeral 1; 

17. 	A compound according to claim 1, of the formula 

O 

le 

F 
F 

, 

by the 

0 \ N 
	

0=S=0 
I 

F 

with S-configuration at the chiral carbon atom designated 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

15 



5 

10 

15 

18. A compound according to claim 1, of the formula 

numeral 1:, 

F 

 

F 

, 

by the 

0 	0=s=0 

F 

with R-configuration at the chiral carbon atom designated 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

numeral 1; 

19. A compound according to claim 1, of the formula 

F 

 

F 
F 

by the 

0 \ 
N 	

0=S=0 
I 

F 

with S-configuration at the chiral carbon atom designated 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 
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20. 	A compound according to claim 1, of the formula 

OP  

I 

3 

N 	 0=S=0 
F 

S 

F 

wherein said compound is selected from the group consisting of: 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3.  ..... 

the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3.  

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3. and 

with S-configuration at the chiral carbon atom designated by the the stereoisomer 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3.  

wherein, in each such stereoisomer, the chiral carbon atom designated by the nu- 

meral 2 is always in the syn configuration with respect to the chiral carbon atom 

designated by the numeral 1; 
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or a mixture of two or more of the foregoing stereoisomers. 

numeral 1, 

21. A compound according to claim 1, of the formula 

:: 

I01  

3 

• 

N 	0=S=0 
F 

S 

F 

with R-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

1; 

22. A compound according to claim 1, of the formula 

numeral 

A 	le 
1 

N 	0=S=0 
I 

S 

F 

with S-configuration at the chiral carbon atom designated by the 
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wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

1:, 

23.  A compound according to claim 1, of the formula 

numeral 

F 

3 	F  

N 	 0=S=0  
I 

S 

F 

with R-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

I; 

24.  A compound according to claim 1, of the formula 

numeral 

A 
N 	 0=S=0 

I 
S 

F 

with S-configuration at the chiral carbon atom designated by the 



wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

25. 	A compound according to claim 1, of the formula 

O 	0 

A 
1 

0=S=0 
I 

F 	0 

F 

3 

F  
F F 

• . 

wherein said compound is selected from the group consisting of: 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. 

the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3. 

the diastereomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3.  and 

at the chiral carbon atom designated by the the stereoisomer with S-configuration 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. 1.3 
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10 

wherein, in each such stereoisomer, the chiral carbon atom designated by the nu- 

meral 2 is always in the syn configuration with respect to the chiral carbon atom 

designated by the numeral 1., 

numeral 1; 

or a mixture of two or more of the foregoing stereoisomers. 

26. A compound according to claim 1, of the formula 

O 	0 

1 
 

3  
F  

F F 

0=s=0 
NF I 

F 

with R-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

27. A compound according to claim 1, of the formula 

A 

-3 

. 

0=S=0 
F 	 I 

F -,A 

15 
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with S-configuration at the chiral carbon atom designated by the numeral 1., 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

numeral 1; 

28. A compound according to claim 1, of the formula 

by the 

A 	le 

, 

1 

0=S=0 
F 	N 	1 

F 

with R-configuration at the chiral carbon atom designated 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

numeral 1., 

29. A compound according to claim 1, of the formula 

by the 

A 	le 

F F  

, 

1 

0=S=0 
F. 	/ 	 I 

F 

with S-configuration at the chiral carbon atom designated 



wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

30. 	A compound according to claim 1, of the formula 

Si  

3 

F 

N \
N 	

0=S=0 
1 

0 

F 
F 	F  

wherein said compound is selected from the group consisting of: 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

L 

the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3. 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3-  and 

at the chiral carbon atom designated by the the stereoisomer with S-configuration 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3 



5 

10 

15 

wherein, in each such stereoisomer, the chiral carbon atom designated by the nu- 

meral 2 is always in the syn configuration with respect to the chiral carbon atom 

designated by the numeral 1., 

numeral 1.., 

or a mixture of two or more of the foregoing stereoisomers. 

31.  A compound according to claim 1, of the formula 

F 

le 

N \ N 
	

0=S=0 
Ii 

0 

3 

F 

with R-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1.. 

32. A compound according to claim 1, of the formula 
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=3 

F 
F 

numeral 1; 

N\ 
N 	I 

0=S=0 

0 

F 
F 	F 

with S-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

numeral 1; 

33. 	A compound according to claim 1, of the formula 

O 	0 j <.
F 

3 

F 
F 

N \ N 
	

0=S=0 
I 

0 

F 
F 	F 

with R-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 
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5 

10 

34. A compound according to claim 1, of the formula 

A 

. 	. 

3 
F 
F 

F 

1 

N \
N 	

0=S=0 

,... 
	I 	 I 
0 

F 
F 	F 

with S-configuration at the chiral carbon atom designated by the numeral 1., 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

35. A compound according to claim 1, of the formula 

A 	110 

, 

N— N 
	

0=S=0 

\ 	) 

wherein said compound is selected from the group consisting of: 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

1. ,,. 

15 



the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3. 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3. and 

at the chiral carbon atom designated by the the stereoisomer with S-configuration 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. 

wherein, in each such stereoisomer, the chiral carbon atom designated by the nu- 

meral 2 is always in the syn configuration with respect to the chiral carbon atom 

designated by the numeral 1; 

or a mixture of two or more of the foregoing stereoisomers. 

36. A compound according to claim 1, of the formula 

F 

O 	0 

A 

,.....---...„ 
3 

/ 	
F 

F F 

, 

0=S=0 
,N 

\ / ) 

with R-configuration at the chiral carbon atom designated by the numeral 1; 



wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

numeral 1.., 

37.  A compound according to claim 1, of the formula 

F 

A 	40 

by the 

0=S=0 
N 

) 

with S-configuration at the chiral carbon atom designated 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

numeral 1; 

38.  A compound according to claim 1, of the formula 

F 

A 	1101  

by the 

N 	
0=S=0 

\ 	 / 

with R-configuration at the chiral carbon atom designated 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 
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5 

10 

39. A compound according to claim 1, of the formula 

0=S=0 

) 

N 	
N 

\ 
F 

with S-configuration at the chiral carbon atom designated by the numeral 1; 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

40. A compound according to claim 1, of the formula 

I 
0=S=0 

/ 

F 

wherein said compound is selected from the group consisting of: 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. 

15 



the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

I 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3. and 

at the chiral carbon atom designated by the the stereoisomer with S-configuration 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. 

wherein, in each such stereoisomer, the chiral carbon atom designated by the nu- 

meral 2 is always in the syn configuration with respect to the chiral carbon atom 

designated by the numeral 1., 

or a mixture of two or more of the foregoing stereoisomers. 

41. A compound according to claim 1, of the formula 

F 

3 	F 

 
1 

0=s=0 

with R-configuration at the chiral carbon atom designated by the numeral 1; 
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wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

1 

42.  A compound according to claim 1, of the formula 

numeral 

F 

1 

0=S=0 
I 

F 

with S-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

1., 

43.  A compound according to claim 1, of the formula 

numeral 

0=S=0 
/ 	 I 

F 

with R-configuration at the chiral carbon atom designated by the 
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wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

1; 

44. A compound according to claim 1, of the formula 

numeral 

F 	_/ 0 	
0=S=0 

N 

F 

with S-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

45. A compound according to claim 1, of the formula 

Ai.. 

F 

1 
0=S=0 

I 
F 	0 

F 

wherein said compound is selected from the group consisting of: 



the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

L 

the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

32, 

the stereoisomer with R-configuration at the chiral carbon atom designated by the 

numeral 1 and S-configuration at the chiral carbon atom designated by the numeral 

3.  and 

the stereoisomer with S-configuration at the chiral carbon atom designated by the 

numeral 1 and R-configuration at the chiral carbon atom designated by the numeral 

3. 

wherein, in each such stereoisomer, the chiral carbon atom designated by the nu- 

meral 2 is always in the syn configuration with respect to the chiral carbon atom 

designated by the numeral 1., 

or a mixture of two or more of the foregoing stereoisomers. 

46. A compound according to claim 1, of the formula 
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O 	
0,-1/4....,<F 

A 	1401 

F 
F 

numeral 1; 

0=S=0 
F 	N 	I 

F 

with R-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

numeral 1; 

47. A compound according to claim 1, of the formula 

A 	lel  
F 

, 

1 

0=s=0 
F /N 	I 

F 	0 

F 

with S-configuration at the chiral carbon atom designated by the 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

48. A compound according to claim 1, of the formula 
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5 

10 

F 

F 

A 

I 
0=s=0 

F 

by the numeral I ; 

1 

, 
0 

with R-configuration at the chiral carbon atom designated 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

numeral 1 ., 

49. 	A compound according to claim 1, of the formula 

F 

F 

F , 

1 

0 

0=s=0 
I 

F 

 

F 
F 

by the with S-configuration at the chiral carbon atom designated 

wherein the chiral carbon atom designated by the numeral 2 is in the syn configuration 

with respect to the chiral carbon atom designated by the numeral 1. 

15 


