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SUMMARY OF THE INVENTION 

In a first aspect, the invention relates to tetrahydro-pyrido-pyrimidine compounds of the formula 

(I) and/or pharmaceutically acceptable salts and/or solvates thereof, 

( 	N
--R1 

Y 

R
NN 

 

1 	, 
N 	

(I) 

wherein 

Y is selected from 0 or NR3; 

R1  is selected from phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1,2,3-triazinyl, 1,2,4- 

triazinyl, 1,3,5-triazinyl, 

or 

C(0)-R4  

wherein 

R4  is selected from C,-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, C1-C8-alkoxy-C1-C8-

alkyl, C1-C8-alkyl-sulfonyl-C1-C8-alkyl, heterocyclyl, heterocyclyl-oxy, heterocyclyl-C1-C8-

alkyl, C3-C12-cycloalkyl, C3-C12-cycloalkyl-C1-C8-alkyl, heteroaryl, heteroaryl-oxy, 

heteroaryl-C1-C8-alkyl, hydroxy, C1-C8-alkoxy, amino, N-C1-C8-alkyl-amino or N,N-di-C1- 

C8-alkyl-amino, 

wherein `C1-C8-alkyl' in N-C1-C8-alkyl-amino and N,N-di-C1-C8-alkyl-amino may be 

unsubstituted or substituted by halogen, hydroxy or C1-C4-alkoxy; 

wherein `C3-C12-cycloalkyr in C3-C12-cycloalkyl and C3-C12-cycloalkyl-C1-C8-alkyl may be 

unsubstituted or substituted by 1-5 substituents independently selected from oxo, 

halogen, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-

alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-

carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-

alkyl-carbonyl; 

wherein teterocyclyr is selected from oxiranyl, aziridinyl, oxetanyl, thiethanyl, 

acetitinytazetidinyl, pyrrolidinyl, tetrahydrofuranyl, tetrahydrothiophenyl, 2,3-dihydrofuranyl, 

2,5-dihydrofuranyl, 2,3-dihydrothiophenyl, 1-pyrrolinyl, 2-pyrrolinyl, 3-pyrrolinyl, 

tetrahydropyranyl, piperidinyl, tetrahydrothiopyranyl, morpholinyl, thiomorpholinyl, 

piperazinyl, azepanyl, thiepanyl or oxepanyl; each of which is unsubstituted or substituted 

by 1-5 substituents independently selected from oxo, halogen, C1-C8-alkyl, 
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The general terms used hereinbefore and hereinafter preferably have within the context of this 

disclosure the following meanings, unless otherwise indicated: 

As used herein, the term "alkyl" refers to a fully saturated branched, including single or multiple 

branching, or unbranched hydrocarbon moiety having up to 20 carbon atoms. Unless otherwise 

provided, alkyl refers to hydrocarbon moieties having 1 to 16 carbon atoms, 1 to 10 carbon 

atoms, 1 to 7 carbon atoms, or 1 to 4 carbon atoms. Representative examples of alkyl include, 

but are not limited to, methyl, ethyl, n-propyl, iso-propyl, n-butyl, sec-butyl, iso-butyl, tert-butyl, 

n-pentyl, isopentyl, neopentyl, n-hexyl, 3-methylhexyl, 2,2- dimethylpentyl, 2,3-dimethylpentyl, n-

heptyl, n-octyl, n-nonyl, n-decyl and the like. Typically, alkyl groups have 1-7, more preferably 

1-4 carbons. 

As used herein, the term "halo-alkyl" refers to an alkyl as defined herein, which is substituted by 

one or more halo groups as defined herein. The halo-alkyl can be mono-halo-alkyl, di-halo-alkyl 

or poly-halo-alkyl including per-halo-alkyl. A mono-halo-alkyl can have one iodo, bromo, chloro 

or fluoro within the alkyl group. Di-halo-alky and poly-halo-alkyl groups can have two or more of 

the same halo atoms or a combination of different halo groups within the alkyl. Typically the 

poly-halo-alkyl contains up to 12, or 10, or 8, or 6, or 4, or 3, or 2 halo groups. 	Non-limiting 

examples of halo-alkyl include fluoro-methyl, di-fluoro-methyl, tri-fluoro-methyl, chloro-methyl, 

di-chloro-methyl, tri-chloro-methyl, penta-fluoro-ethyl, hepta-fluoro-propyl, di-fluoro-chloro-

methyl, di-chloro-fluoro-methyl, di-fluoro-ethyl, di-fluoro-propyl, di-chloro-ethyl and dichloro-

propyl. A per-halo-alkyl refers to an alkyl having all hydrogen atoms replaced with halo atoms. 

As used herein, the term "heterocyclyl" or "heterocyclic" refers to a 3 to 7 membered monocyclic 

or 7 to 10 membered saturated or partially saturated ring or ring system, which contains at least 

one heteroatom selected from N, 0 and S, where the N and S can also optionally be oxidized to 

various oxidation states. 1-leterocyclyr can be attached at a heteroatom or a carbon atom. 

`Fleterocyclyr can include fused or bridged rings as well as spirocyclic rings. Examples of 

h
eterocycles include oxiranyl, aziridinyl, oxetanyl, thiethanyl, acetitinylazetidinyl, pyrrolidinyl, 

tetrahydrofuranyl, tetrahydrothiophenyl, 2,3-dihydrofuranyl, 2,5-dihydrofuranyl, 2,3-

dihydrothiophenyl, 1-pyrrolinyl, 2-pyrrolinyl, 3-pyrrolinyl, tetrahydropyranyl, piperidinyl, 

tetrahydrothiopyranyl, morpholinyl thiomorpholinyl, piperazinyl, azepanyl, thiepanyl and 

oxepanyl. 

As used herein, the term "heteroaryl" refers to a 4-, 5-, 6-, or 7-membered monocyclic, 7-, 8-, 

9-, 10-, 11-, or 12-membered bicyclic or 10-, 11-, 12-, 13-, 14- or 15-membered tricyclic unsatu-

rated ring or ring system - carrying the highest possible number of conjugated double bonds in 

the ring(s), which contains at least one heteroatom selected from N, 0 and S, 
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(2,4-Dimethyl-oxazol-5-y1)-{(S)-346-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

(2,4-Dimethyl-oxazol-5-y1)-{346-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

Furan-3-yl-{(S)-3-[6-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-

4-yloxy]-pyrrolidin-1-y1}-methanone; 

Furan-3-yl-{3-[6-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidin-1-y1}-methanone; 

Furan 3-yl 	3 	 5-methyl 	3-yl) 5,6,7,8-tetrahydro 	d]pyrimidin {(S) 	[6 (6 methoxy 	pyridin 	 pyrido[1,3 
4 	 1 	methanone; yloxy] pyrrolidin 	yl} 
Furan 3 	 5 mcthyl 	3 	5,6,7,8 tctrahydro 	d]pyrimidin 1 yl {3 [6 (6 methoxy 	pyridin 	yl) 	 pyrido[1,3 
yloxy] pyrrolidin 1 yl} methanone;{(S)-3-16-(6-Methoxy-5-methyl-pyridin-3-v1)-5,6,7,8-tetrahydro- 
pyridof4,3-dlpyrimidin-4-yloxy-pyrrolidin-1-1-yll-oxazol-5-vl-methanone; 
{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(3-methy1-3H-imidazol-4-y1)-methanone; 

{3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(3-methy1-3H-imidazol-4-y1)-methanone; 

{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-yI)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(2-methyl-oxazol-4-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(2-methyl-oxazol-4-y1)-methanone; 

(3-Methoxy-cyclobuty1)-{(S)-3-[6-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

(3-Methoxy-cyclobuty1)-{3-[6-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

({(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-yll-oxazol-4-yl-methanone; 

({3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-oxazol-4-yl-methanone; 

1-(4-{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidine-1-carbony1}-piperidin-1-y1)-ethanone; 

1-(4-{3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidine-1-carbony1}-piperidin-1-y1)-ethanone; 

{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(4-methyl-oxazol-5-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyl-

pyrrolidin-1-y1}-(4-methyl-oxazol-5-y1)-methanone; 
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Example 

64 

1 

N 

0
\/

N
\ 

 

0 

N 

O\\\\\  

N 	 N 

N 

Rt(1)  (min.) 

1.46 

MS: [M+H]+ 

409.2 

91 

the 

6 

Name: 	2-Methoxy-5-[4-((S)-1-propionyl-pyrrolidin-3-yloxy)-7,8-dihydro-5H-pyrido[4,3- 

d]pyrimidin-6-yI]-nicotinonitrile 

Purification method: Reverse phase method A 

Prepared using step 3 of example 59 and 5-bromo-2-methoxynicotinonitrile 

1H NMR (400 MHz, DMSO-d6, 298K) 6 ppm 0.95-1.02 (m, 3H) 2.10-2.35 (m, 5H) 2.89-

2.98 (m, 2H) 3.40-3.90 (m, 5H) 3.93 (s, 3H) 4.16 (s, 2H) 5.58-5.71 (m, 1H) 8.08-8.10 (m, 

1H) 8.24-8.28 (m, 1H) 8.61 (m, 1H). 

qxamples 

To 

from 

diisopropylethylamine 

microwave 

subsequent 

d]pyrimidine 

ppm 

0 	N 

F 

F 

65: 

a glass vial 

intermediate 

as 

2.24 - 2.44 

yloxy)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidine 

5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidine 

trifluoromethyl-pyridin-3-y1)-4-((S)-1-pyridin-2-yl-pyrrolidin-3-yloxy)-5,6,7,8-tetrahydro-pyrido[4,3- 

at 160°C 

neutralization 

0 

N 	N 
I 	, I 

1\1-

6-(6-Methoxy-5-trifluoromethyl-pyridin-3-yI)-4-((S)-1-pyridin-2-yl-pyrrolidin-3-

was added 6-(6-methoxy-5-trifluoromethyl-pyridin-3-yI)-4-((S)-pyrrolidin-3-yloxy)-

dihydrochloride (prepared using step 1 of example 

13) (75 mg, 0.16 mmol), 2-bromopyridine (1 mL, 10.25 mmol) and N,N-

(0.14 mL, 0.80 mmol). The vial was capped and the mixture heated in 

for 20 min. Purification by reverse phase Gilson HPLC (Method A) and 

of the combined fractions over PL-HCO3  MP to give 6-(6-methoxy-5-

a light brown solid (19 mg, 25% yield) 1H NMR (400 MHz, DMSO-d6, 298K) 

(m, 2 H) 2.92 (t, 2 H) 3.47 - 3.69 (m, 5 
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H) 3.77-3.85 (m, 1H) 3.88 - 3.93 (m, 3 H) 4.12 - 17 (m, 2 H) 5.73 - 5.81 (m, 1 H) 6.40 - 6.52 (d, 

1 H) 6.56 - 6.58 (m, 1 H) 7.43 - 7.54 (m, 1 H) 7.77 - 7.84 (m, 1 H) 8.02 - 8.09 (m, 1 H) 8.13 - 

8.20 (m, 1 H) 8.61 - 8.66 (m, 1 H) LCMS: [M+H]+=473.0, Rt (4)= 0.85 min. 

N.__ 

0 	N 	 --i 
0 	N 

F \ 
N 	N 

, I 

Ilxamples 66: 6-(6-Methoxy-5-trifluoromethyl-pyridin-3-yI)-4-((S)-1-pyrimidin-2-yl-pyrrolidin-3-

yloxy)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidine 

To a glass vial was added 6-(6-methoxy-5-trifluoromethyl-pyridin-3-y1)-44(S)-pyrrolidin-3-yloxy)- 

5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidine dihydrochloride (prepared using step 1 of example 91 

from intermediate 13) (75 mg, 0.16 mmol), 2-bromopyrimidine (55 mg, 0.342 mmol) and N,N-

diisopropylethylamine (0.15 mL, 0.85 mmol). The vial was capped and the mixture heated in the 

microwave at 160°C for 20 min. Purification by reverse phase Gilson HPLC (Method A) and 

subsequent neutralization of the combined fractions over PL-HCO3  MP to give 6-(6-methoxy-5-

trifluoromethyl-pyridin-3-y1)-4-((S)-1-pyrimidin-2-yl-pyrrolidin-3-yloxy)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidine as a brown solid (17 mg, 21% yield) 1H NMR (400 MHz, DMSO-d6, 

298K) 6 ppm 2.23 - 2.43 (m, 2 H) 2.85 - 2.99 (t, 2 H) 3.22 - 3.94 (m, 9 H) 4.08 - 4.27 (m, 2 H) 

5.70 - 5.80 (m, 1 H) 6.56 - 6.66 (t, 1 H) 7.76 - 7.87 (m, 1 H) 8.12 - 8.27 (m, 1 H) 8.28 - 8.42 

(m, 2 H) 8.59 - 8.68 (m, 1 H) LCMS: [M+H]+=474.2, Rt (1)=.  1.91 min. 

Example 67 was prepared according the general procedure described in scheme 4 

N 
 

0 	N 	
HN, 

F
F 

N 	N 

N 
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The following are further embodiments of the invention: 

Embodiment 1: A tetrahydro-pyrido-pyrimidine derivative of the formula (I) and/or tautomers 

and/or N-oxides and/or pharmaceutically acceptable salts thereof, 

( 

Y 

R
NN 

 

1 	, 
N 	 (I) 

wherein 

Y is selected from 0 or NR3; 

R1  is selected from phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1,2,3-triazinyl, 1,2,4- 

triazinyl, 1,3,5-triazinyl, 

or 

-C(0)-R4  

wherein 

R4  is selected from C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, C1-C8-alkoxy-C1-C8-

alkyl, C1-C8-alkyl-sulfonyl-C1-C8-alkyl, heterocyclyl, heterocyclyl-oxy, heterocyclyl-C1-08-

alkyl, C3-C12-cycloalkyl, C3-C12-cycloalkyl-C1-C8-alkyl, heteroaryl, heteroaryl-oxy, 

heteroaryl-C1-C8-alkyl, hydroxy, C1-C8-alkoxy, amino, N-C1-C8-alkyl-amino or N,N-di-C1- 

C8-alkyl-amino, 

wherein `C1-C8-alkyl' in N-C1-C8-alkyl-amino and N,N-di-C1-C8-alkyl-amino may be 

unsubstituted or substituted by halogen, hydroxy or C1-C4-alkoxy; 

wherein `C3-C12-cycloalkyr in C3-C12-cycloalkyl and C3-C12-cycloalkyl-C1-C8-alkyl may be 

unsubstituted or substituted by 1-5 substituents independently selected from oxo, 

halogen, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-

alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-

carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-

alkyl-carbonyl; 

wherein `heterocyclyl' is selected from oxiranyl, aziridinyl, oxetanyl, thiethanyl, 

acetitinylazetidinyl, pyrrolidinyl, tetrahydrofuranyl, tetrahydrothiophenyl, 2,3-dihydrofuranyl, 

2,5-dihydrofuranyl, 2,3-dihydrothiophenyl, 1-pyrrolinyl, 2-pyrrolinyl, 3-pyrrolinyl, 

tetrahydropyranyl, piperidinyl, tetrahydrothiopyranyl, morpholinyl, thiomorpholinyl, 

piperazinyl, azepanyl, thiepanyl or oxepanyl; each of which is unsubstituted or substituted 

by 1-5 substituents independently selected from oxo, halogen, C1-C8-alkyl, 
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Embodiment 2: A compound according to embodiment 1, of the formula (Ib) and/or tautomers 

and/or N-oxides and/or pharmaceutically acceptable salts thereof, 

0 

R
NN 

 

1 

N 	 (Ib), 

wherein 

R1  is selected from phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1 ,2,3-triazinyl, 1,2,4- 

triazinyl, 1,3,5-triazinyl, 

or 

-C(0)-R4  

wherein 

R4  is selected from C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, C1-C8-alkoxy-C1-C8-

alkyl, C,-C8-alkyl-sulfonyl-C1-C8-alkyl, heterocyclyl, heterocyclyl-oxy, heterocyclyl-C1-C8-

alkyl, C3-C12-cycloalkyl, C3-C12-cycloalkyl-C1-C8-alkyl, heteroaryl, heteroaryl-oxy, 

heteroaryl-C1-C8-alkyl, hydroxy, C1-C8-alkoxy, amino, N-C1-C8-alkyl-amino or N,N-di-C1- 

C8-alkyl-amino, 

wherein 'CI-CB-alkyl' in N-C1-C8-alkyl-amino and N,N-di-C1-C8-alkyl-amino may be 

unsubstituted or substituted by halogen, hydroxy or C1-C4-alkoxy; 

wherein `C3-C12-cycloalkyr in C3-C12-cycloalkyl and C3-C12-cycloalkyl-C1-C8-alkyl may be 

unsubstituted or substituted by 1-5 substituents independently selected from oxo, 

halogen, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-

alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-

carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-

alkyl-carbonyl; 

wherein `heterocyclyl' is selected from oxiranyl, aziridinyl, oxetanyl, thiethanyl, 

acetitinytazetidinyl, pyrrolidinyl, tetrahydrofuranyl, tetrahydrothiophenyl, 2,3-dihydrofuranyl, 

2,5-dihydrofuranyl, 2,3-dihydrothiophenyl, 1-pyrrolinyl, 2-pyrrolinyl, 3-pyrrolinyl, 

tetrahydropyranyl, piperidinyl, tetrahydrothiopyranyl, morpholinyl, thiomorpholinyl, 

piperazinyl, azepanyl, thiepanyl or oxepanyl; each of which is unsubstituted or substituted 

by 1-5 substituents independently selected from oxo, halogen, C1-C8-alkyl, halo-C1-C8-

alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-alkoxy-C1-C8-alkyl, amino, N-C1- 

C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, 

hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-alkyl-carbonyl; 



- 188 - 

HN 

fR
N 

 
N 

N 	 (Ic), 

wherein 

R1  is selected from phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1,2,3-triazinyl, 1,2,4- 

triazinyl, 1,3,5-triazinyl, 

or 

-C(0)-R4  

wherein 

R4  is selected from C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, C1-C8-alkoxy-C1-C8-

alkyl, C1-C8-alkyl-sulfonyl-C1-C8-alkyl, heterocyclyl, heterocyclyl-oxy, heterocyclyl-C1-C8-

alkyl, C3-C12-cycloalkyl, C3-C12-cycloalkyl-C1-C8-alkyl, heteroaryl, heteroaryl-oxy, 

heteroaryl-C1-C8-alkyl, hydroxy, C1-C8-alkoxy, amino, N-C1-C8-alkyl-amino or N,N-di-C1- 

C8-alkyl-amino, 

wherein `C1-C8-alkyl' in N-C1-C8-alkyl-amino and N,N-di-C1-C8-alkyl-amino may be 

unsubstituted or substituted by halogen, hydroxy or C1-C4-alkoxy; 

wherein `C3-C12-cycloalkyr in C3-C12-cycloalkyl and C3-C12-cycloalkyl-C1-C8-alkyl may be 

unsubstituted or substituted by 1-5 substituents independently selected from oxo, 

halogen, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-

alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-

carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-

alkyl-carbonyl; 

wherein teterocyclyr is selected from oxiranyl, aziridinyl, oxetanyl, thiethanyl, 

acetitinylazetidinyl, pyrrolidinyl, tetrahydrofuranyl, tetrahydrothiophenyl, 2,3-dihydrofuranyl, 

2,5-dihydrofuranyl, 2,3-dihydrothiophenyl, 1-pyrrolinyl, 2-pyrrolinyl, 3-pyrrolinyl, 

tetrahydropyranyl, piperidinyl, tetrahydrothiopyranyl, morpholinyl, thiomorpholinyl, 

piperazinyl, azepanyl, thiepanyl or oxepanyl; each of which is unsubstituted or substituted 

by 1-5 substituents independently selected from oxo, halogen, C1-C8-alkyl, halo-C1-C8-

alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-alkoxy-C1-C8-alkyl, amino, N-C1- 

C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, 

hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-alkyl-carbonyl; 
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O 

0 	 Ra 

2 R 
N 	1 	N 

N 	 (Id), 

wherein 

R4  is selected from C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, C1-C8-alkoxy-C1-C8-alkyl, 

C1-C8-alkyl-sulfonyl-C1-C8-alkyl, heterocyclyl, heterocyclyl-oxy, heterocyclyl-C1-C8-alkyl, C3-C12-

cycloalkyl, C3-C12-cycloalkyl-C1-C8-alkyl, heteroaryl, heteroaryl-oxy, heteroaryl-C1-C8-alkyl, 

hydroxy, C1-C8-alkoxy, amino, N-C1-C8-alkyl-amino or N,N-di-C1-C8-alkyl-amino, 

wherein 'GI-Cs-alkyl' in N-C1-C8-alkyl-amino and N,N-di-C1-C8-alkyl-amino may be unsubstituted 

or substituted by halogen, hydroxy or C1-C4-alkoxY; 

wherein `C3-C12-cycloalkyr in C3-C12-cycloalkyl and C3-C12-cycloalkyl-C1-C8-alkyl may be 

unsubstituted or substituted by 1-5 substituents independently selected from oxo, halogen, C1- 

C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-alkoxy-C1-C8-alkyl, 

amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl-

carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-alkyl-carbonyl; 

wherein `heterocyclyl' is selected from oxiranyl, aziridinyl, oxetanyl, thiethanyl, 

e,catiti-n-ylazetidinyl, pyrrolidinyl, tetrahydrofuranyl, tetrahydrothiophenyl, 2,3-dihydrofuranyl, 2,5- 

dihydrofuranyl, 2,3-dihydrothiophenyl, 1-pyrrolinyl, 2-pyrrolinyl, 3-pyrrolinyl, tetrahydropyranyl, 

piperidinyl, tetrahydrothiopyranyl, morpholinyl, thiomorpholinyl, piperazinyl, azepanyl, thiepanyl 

or oxepanyl; each of which is unsubstituted or substituted by 1-5 substituents independently 

selected from oxo, halogen, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-

alkoxy, C1-C8-alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-

alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-

alkyl-carbonyl; 

wherein teterocyclyr can be attached at a heteroatom or a carbon atom and where the N 

and/or S heteroatoms can also optionally be oxidized to various oxidation states; 

wherein teteroaryr is selected from 

furanyl, thiophenyl, pyrrolyl, imidazolyl, pyrazolyl, thiazolyl, isothiazolyl, oxazolyl, isoxazolyl, 

1,2,5-oxadiazolyl, 1,2,4-oxadiazolyl, 1,2,3-oxadiazoly1,1,3,4-oxadiazolyl, 1,2,5-thiadiazolyl, 

1,2,4-thiadiazolyl, 1,2,3-thiadiazoly1,1,3,4-thiadiazolyl, 1,2,3-triazolyl, 1,2,4-triazolyl, 1,2,5-

triazolyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1,2,3-triazinyl, 1,2,4-triazinyl or 1,3,5-

triazinyl; each of which is unsubstituted or substituted by 1-5 substituents independently 

selected from halogen, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8- 
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alkoxy, C1-C8-alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-

alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-

alkyl-carbonyl; wherein `heteroaryl' can be attached at a heteroatom or a carbon atom and 

where the N and/or S heteroatoms can also optionally be oxidized to various oxidation states; 

and 

R2  is selected from phenyl, naphthyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, quinolinyl or 

isoquinolinyl, each of which is unsubstituted or substituted by 1-5 substituents independently 

selected from halogen, cyano, nitro, C1-Cralkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, 

C1-C8-alkoxy, C1-C8-alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, 

C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy- 

C1-C8-alkyl-carbonyl. 

Embodiment 7: A compound according to embodiment 1, of the formula (le) and/or tautomers 

and/or N-oxides and/or pharmaceutically acceptable salts thereof, 

0 // 

-----‘c 4  HN 	 F1- 

R2  
- /kl 	N 

N 	 (le), 

wherein 

R4  is selected from C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, C1-C8-alkoxy-C1-C8-alkyl, 

C1-C8-alkyl-sulfonyl-C1-C8-alkyl, heterocyclyl, heterocyclyl-oxy, heterocyclyl-C1-C8-alkyl, C3-C12-

cycloalkyl, C3-C12-cycloalkyl-C1-C8-alkyl, heteroaryl, heteroaryl-oxy, heteroaryl-C1-C8-alkyl, 

hydroxy, C1-C8-alkoxy, amino, N-C1-C8-alkyl-amino or N,N-di-C1-C8-alkyl-amino, 

wherein `C1-C8-alkyl' in N-C1-C8-alkyl-amino and N,N-di-C1-C8-alkyl-amino may be unsubstituted 

or substituted by halogen, hydroxy or C1-C4-alkoxy; 

wherein `C3-C12-cycloalkyr in C3-C12-cycloalkyl and C3-C12-cycloalkyl-C1-C8-alkyl may be 

unsubstituted or substituted by 1-5 substituents independently selected from oxo, halogen, C1- 

C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-alkoxy-C1-C8-alkyl, 

amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl-

carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-alkyl-carbonyl; 

wherein `heterocyclyl' is selected from oxiranyl, aziridinyl, oxetanyl, thiethanyl, 

cretiti-n-N4azetidinyl, pyrrolidinyl, tetrahydrofuranyl, tetrahydrothiophenyl, 2,3-dihydrofuranyl, 2,5- 

dihydrofuranyl, 2,3-dihydrothiophenyl, 1-pyrrolinyl, 2-pyrrolinyl, 3-pyrrolinyl, tetrahydropyranyl, 

piperidinyl, tetrahydrothiopyranyl, morpholinyl, thiomorpholinyl, piperazinyl, azepanyl, thiepanyl 

or oxepanyl; each of which is unsubstituted or substituted by 1-5 substituents independently 
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wherein compound of formula (D) is prepared comprising the step of 

b) deprotecting PG1  from the compound of formula (C), 

( 
-PG1  

Y 
2 PG 

N 	 N 
 

\/\
N 

(C) 

wherein PG1  represents a suitable protecting group, and the other substituents are as 

defined above, 

c) followed by coupling reaction with 

R2-Hal, 

wherein R2  is as defined for a compound of formula (I) and Hal represents halogen, under 

customary Buchwald-Hartwig conditions using a ligand with a palladium catalyst, in the 

presence of a base, in an organic solvent; 

wherein the compound of formula (C) is prepared as described above; 

or, alternatively comprising the steps a), b) and c) of method B as defined above, starting from a 

compound of formula (B) wherein PG1  represents R1, 

and, if desired, transforming a compound of formula (I) into a different compound of formula (I), 

transforming a salt of an obtainable compound of formula (I) into the free compound or a 

different salt, transforming an obtainable free compound of formula (I) into a salt thereof, and/or 

separating an obtainable mixture of isomers of a compound of formula I into individual isomers. 

The reference in this specification to any prior publication (or information derived from it), or to 

any matter which is known, is not, and should not be taken as an acknowledgment or admission 

or any form of suggestion that that prior publication (or information derived from it) or known 

matter forms part of the common general knowledge in the field of endeavour to which this 

specification relates. 

Throughout this specification and the claims which follow, unless the context requires otherwise, 

the word "comprise", and variations such as "comprises" and "comprising", will be understood to 

imply the inclusion of a stated integer or step or group of integers or steps but not the exclusion 

of any other integer or step or group of integers or steps. 
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Claims: 

1. A tet 	hydro-pyrido-pyrimidine derivative of the formula (I) and/or tautomers and/or N- 

5 oxides an 	or pharmaceutically acceptable salts thereof, 

R2  
N 	

I

AN 

(I) 

wherein 

Y is selected from 0 or NR3; 

10 R1  is selected from phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1,2,3-triazinyl, 1,2,4- 
\ 

triazinyl, 1,3,5-triazinyl, 

or 

-C(0)-R4  

wherein 	
° 

15 R4  is selected from C1-C8-alkyl, halo-Ci-Cr
. 
 kkyl, hydroxy-C1-Ca-alkyl, C1-C8-alkoxy- 

20 

25 

C1-C8-alkyl, C1-C8-alkyl-sulfonyl-C1-Caalkyl, h\e„terocyclyl, heterocyclyl-oxy, 

heterocyclyl-C1-Caalkyl, C3-C12-cycloalkyl, C3-ef'2ccycloalkyl-Ci-C8-alkyl, heteroaryl, 

heteroaryl-oxy, heteroaryl-C1-C8-alkyl, hydroxy, C1\98-alkoxy, amino, N-C1-C8-alkyl-

amino or N,N-di-C1-Ca alkyl-amino, 

wherein '01-C8-alkyl' in N-C1-C8-alkyl-amino and N,N-d -,\C1-C8-alkyl-amino may be 

unsubstituted or substituted by halogen, hydroxy or C1-C\alkoxY; 

wherein `C3-C12-cycloalkyr in C3-C12-cycloalkyl and C3-C122aycloalkyl-C1-C8-alkyl may 

be unsubstituted or substituted by 1-5 substituents independktly selected from oxo, 

halogen, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hyditxyl, C1-Ca alkoxy, 

C1-Ca alkoxy-C1-Cralkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-68-alkyl-amino, C1- 

Ca-alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C3- \ 
alkoxy-C1-C8-alkyl-carbonyl; 	 \ 

\ 
wherein 'heterocyclyl' is selected from oxiranyl, aziridinyl, oxetanyl, thiethsanyl, 

acetitinyl, pyrrolidinyl, tetrahydrofuranyl, tetrahydrothiophenyl, 2,3-dihydrokkanyl, 2,5- 

30 dihydrofuranyl, 2,3-dihydrothiophenyl, 1-pyrrolinyl, 2-pyrrolinyl, 3-pyrrolinyl, 

tetrahydropyranyl, piperidinyl, tetrahydrothiopyranyl, morpholinyl, thiomorpholi41, 
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5 

pipet.,  zinyl, azepanyl, thiepanyl or oxepanyl; each of which is unsubstituted or 

substit ted by 1-5 substituents independently selected from oxo, halogen, C1-C3-alkyl, 

\

t 

 

halo-C1- 	8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-alkoxy-C1-C8-

alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-carbonyl, 

halo-C1-C8-a 	yl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-alkyl-

carbonyl; 

wherein 'heterocy 

\

ly1' can be attached at a heteroatom or a carbon atom and where 

the N and/or S het ecatoms can also optionally be oxidized to various oxidation 

states; 

10 

15 

wherein 'heteroaryr is se pcted from 

furanyl, thiophenyl, pyrrolyl, imidazolyl, pyrazolyl, thiazolyl, isothiazolyl, oxazolyl, 

isoxazolyl, 1,2,5-oxadiazoly1\2,4-oxadiazolyl, 1,2,3-oxadiazoly1,1,3,4-oxadiazolyl, 

1,2,5-thiadiazolyl, 1,2,4-thiadiaclyl, 1,2,3-thiadiazoly1,1,3,4-thiadiazolyl, 1,2,3-

triazolyl, 1,2,4-triazolyl, 1,2,5-tria\ilyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 

1,2,3-triazinyl, 1,2,4-triazinyl or 1,3, 	-triazinyl; each of which is unsubstituted or 

substituted by 1-5 substituents indepe \dently selected from halogen, C1-C8-alkyl, 

halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, h Croxyl, C1-C8-alkoxy, C1-C8-alkoxy-C1-C8- 

alkyl, amino, N-C1-C8-alkyl-amino, N,N-di- 	1-C8-alkyl-amino, C1-C8-alkyl-carbonyl, 

halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-al 	1-carbonyl or C1-C8-alkoxy-C1-C8-alkyl- 

20 carbonyl; wherein `heteroaryr can be attache at a heteroatom or a carbon atom and 

where the N and/or S heteroatoms can also opt tonally be oxidized to various 
\ 

oxidation states; 

R2  is selected from phenyl, naphthyl, pyridyl, pyrimidinyl, p 	azinyl, pyridazinyl, quinolinyl or 

isoquinolinyl, each of which is unsubstituted or substituted by\1-5 substituents independently 

25 	selected from halogen, cyano, nitro, C1-C8-alkyl, halo-Ci-C8-alkyl, hydroxy-C1-C8-alkyl, 

hydroxyl, C1-C8-alkoxy, C1-C8-alkoxy-C1-C8-alkyl, amino, N-C1-68alkyl-amino, N,N-di-C1-C8- 

alkyl-amino, C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, hydroy-C1-C8-alkyl-carbonyl or 

C1-C8-alkoxy-C1-C8-alkyl-carbonyl; 

R3  is selected from H, C1-C4-alkyl or halo-C1-C4-alkyl; and 

30 	m is selected from 0 or 1. 
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2. A 6,ompound according to claim 1, of the formula (Id') 

0 

R
2 

N 	 (Id'), 

and/or tautomers a d/or N-oxides and/or pharmaceutically acceptable salts thereof. 

5 

3. A compound according to claim 1, of the formula (le') 

O 

HN R 

R.,,, 	„.---...., 
N 

 
N 

•-•.....,,,,----..,N
-J 

(le'), 

and/or tautomers and/or N-oxides an (
\
o
,
r pharmaceutically acceptable salts thereof. 

10 4. A compound according to any one of claims 1 to 3, wherein 

R2  is selected from naphthyl, pyridyl or pyn 	idinyl; each of which is unsubstituted or 

substituted by 1-3 substituents independent! 	selected from halogen, cyano, nitro, C,-C8-

alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, Cl-C8-alkoxy-C1-C8-alkyl, 

amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-nino, C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl- 

15 carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-al oxy-C1-C8-alkyl-carbonyl. 

5. A compound according to any one of claims 1 to 4, ttherein 

R1, if present, is -C(0)-R4, wherein 

R4  is selected from heterocyclyl, C4-C8-cycloalkyl or heteroaryl; 

20 

25 

wherein `C3-C12-cycloalkyr may be unsubstituted or substituted by 1-3 substituents 

independently selected from fluoro, C1-C4-alkyl, hydroxyl, C1-C4-alkoxy; 

wherein 'heterocyclyl' is selected from pyrrolidinyl, tetrahydropanyl, piperidinyl, 

tetrahydrothiopyranyl, morpholinyl or piperazinyl; each of which i‘unsubstituted or 

substituted by 1-3 substituents independently selected from oxo, h 	ogen, C1-C4-alkyl, 

hydroxyl, C1-C4-alkyl-carbonyl; 
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5 

wherein 	eterocyclyl' can be attached at a heteroatom or a carbon atom and where the N 

and/or S h teroatoms can also optionally be oxidized to various oxidation states; 

wherein `hete oaryl' is selected from 

furanyl, imidazo 	I, pyrazolyl, thiazolyl, oxazolyl, isoxazolyl, 1,3,4-oxadiazolyl, pyridyl, 

pyrazinyl; each o 	hich is unsubstituted or substituted by 1-3 substituents independently 

selected from C1-C4 	lkyl, hydroxyl; 

wherein `heteroaryr c 	be attached at a heteroatom or a carbon atom and where the N 

and/or S heteroatoms c n also optionally be oxidized to various oxidation states. 

10 6. A compound according to 	ny one of claims 1 to 4, wherein 

R1, if present, is -C(0)-R4,and 

R4  is selected from C1-C8-alkyl, 6 -C8-alkoxy-Ci-C8-alkyl, C1-C8-alkoxy or N,N-di-C1-C8-alkyl- 

amino, 

wherein `C1-C8-alkyl' in N,N-di-C1-C;± 	kyl-amino may be unsubstituted or substituted by 

15 halogen, hydroxy or C1-C4-alkoxy. 

7. A compound according to claim 1, which 's selected from the group consisting of 

{(S)-316-(6-Methoxy-5-methyl-pyridin-3-y1)-5,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y11-(tetrahydro-pyran-4-y1)-methan; 

20 1316-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-ttrahydro-pyrido[4,3-d]pyrimidin-4-yloxyl-

pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-methanone;\ 

{(S)-3-{6-(2,4-Dimethoxy-pyrimidin-5-y1)-5,6,7,8-tetrydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1)-(tetrahydro-pyran-4-y1)-methanone; 

{316-(2,4-Dimethoxy-pyrimidin-5-y1)-5,6,7,8-tetrahydro- yrido[4,3-d]pyrimidin-4-yloxy]- 

25 pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-methanone; 

2-Methoxy-5-{4-[(S)-1-(tetrahydro-pyran-4-carbonyl)-pyrrol din-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-yll-nicotinonitrile; 

2-Methoxy-5-{4-[1-(tetrahydro-pyran-4-carbonyl)-pyrrolidin-3-ykoxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-yll-nicotinonitrile; 

30 1-{(S)-346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[ ,3-d]pyrimidin-4-yloxyl-

pyrrolidin-1-y1}-propan-1-one; 

1-{346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]p rimidin-4-yloxy]-

pyrrolidin-1-yll-propan-1-one; 

{(S)-346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]py 'clidin-4-yloxy]- 

35 pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-methanone; 	 \ 
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{346-(5,6i)imethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]- 

pyrrolidin-1 	I}tetrahydro-pyran-4-yI)-methanone; 

2-Amino-5-{4 (S)-1-(tetrahydro-pyran-4-carbonyI)-pyrrolidin-3-yloxy]-7,8-dihydro-5H- 

pyrido[4,3-d]p rimidin-6-ylynicotinonitrile; 

5 2-Amino-5-{441(tetrahydro-pyran-4-carbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-y1}-notinonitrile; 

(S)-(3-(6-(5-Fluoro-8\-methoxypyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)(itrahydro-2H-pyran-4-yl)methanone; 

(3-(6-(5-Fluoro-6-meth 	ypyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

10 yloxy)pyrrolidin-1-yI)(tetr.hydro-2H-pyran-4-yl)methanone; 

(S)-2-Methoxy-5-(4-(1-(2-ni?thoxyacetyl)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-d]pyrimidin- 

6(5H)-yOnicotinonitrile; 	\ 

2-Methoxy-5-(4-(1-(2-methonicetyl)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-d]pyrinnidin-

6(5H)-yOnicotinonitrile; 

15 (S)-5-(4-(1-(Cyclopentanecarbon 	)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-d]pyrimidin-

6(5H)-y1)-2-methoxynicotinonitrile; \ 

5-(4-(1-(Cyclopentanecarbonyl)pyrrotidin-3-yloxy)-7,8-dihydropyrido[4,3-d]pyrimidin-6(5H)- 

y1)-2-methoxynicotinonitrile; 	\ 
\ 

(2,4-Dimethyl-oxazol-5-y1)-{(S)-316-(6-m'cthoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro- 

20 pyrido[4,3-d]pyrimidin-4-yloxy}-pyrrolidin-1 	I}-methanone; 

(2,4-Dimethyl-oxazol-5-y1)-{346-(6-methoxy-T-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-ylhmethanone; 

Furan-3-yl-{(S)-346-(6-methoxy-5-methyl-pyridiy-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; \ 

25 Furan-3-y1-(346-(6-methoxy-5-methyl-pyridin-3-yk5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-

4-yloxy}-pyrrolidin-1-y1}-methanone; 

Furan-3-yl-{(S)-346-(6-methoxy-5-methyl-pyridin-3- 	-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxyl-pyrrolidin-1-y1}-methanone; 

Furan-3-yl-{346-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7\8-tetrahydro-pyrido[4,3-d]pyrimidin- 

30 4-yloxyl-pyrrolidin-1-yll-methanone;  
{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]- 

pyrrolidin-1-y1}-(3-methy1-3H-imidazol-4-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyri,
\
do[4,3-d]pyrimidin-4-yloxy]- 

pyrrolidin-1-y11-(3-methyl-3H-imidazol-4-y1)-methanone; 

35 {(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-prido[4,3-d]pyrimidin-4-yloxyl-

pyrrolidin-1-y11-(2-methyl-oxazol-4-y1)-methanone; 
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{3- 	-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrinnidin-4-yloxyl-

pyrroli in-1 -y11-(2-methyl-oxazol-4-y1)-metha none; 

(3-Metho 	-cyclobuty1)-{(S)-3-[6-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetra hydro- 

pyrido[4,3- 	yrimidin-4-yloxy]-pyrrolidin-1-ylymethanone; 

5 (3-Methoxy-cy 	obuty1)-{316-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3- 

d]pyrimidin-4-ylo 	-pyrrolidin-1-y1}-methanone; 

({(S)-3-[6-(6-Methox -5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4- 

yloxy]-pyrrolidin-1-y1}-o azol-4-yl-metha none; 

({346-(6-Methoxy-5-meth 	-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrim idin-4-yloxy]- 

10 pyrrolidin-1-yll-oxazol-4-yl-m thanone; 

1-(4-{(S)-346-(6-Methoxy-5-met yl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4- 

yloxy]-pyrrolidine-1-carbonyll-pipeYdin-1-y1)-ethanone; 

1-(4-{3-[6-(6-Methoxy-5-methyl-pyrid 	-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrinnidin-4- 

yloxyl-pyrrolidine-1-carbonyl}-piperidinik\
-y1)-ethanone; 

15 {(S)-316-(6-Methoxy-5-methyl-pyridin-3-y)? ,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]- 

pyrrolidin-1-y11-(4-methyl-oxazol-5-y1)-nnetharione; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-01-(4-methyl-oxazol-5-y1)-methanone; 

5-{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8- etrahydro-pyrido[4,3-d]pyrimidin-4- 

20 yloxyl-pyrrolidine-1-carbony1}-1H-pyridin-2-one; 

5-{3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahy 	-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidine-1-carbony1}-1H-pyridin-2-one; 

{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro\-)skyrido[4,3-d]pyrimidin-4-ylond-

pyrrolidin-1-y11-(1-methy1-1H-imidazol-4-y1)-methanone; 

25 {346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y11-(1-methyl-1H-imidazol-4-y1)-methanone; 

{(S)-3-[6-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]p 	imidin-4-yloxyl-

pyrrolidin-1-yll-oxazol-4-yl-methanone; 

{346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4\yloxy]- 

30 pyrrolidin-1-y1}-oxazol-4-yl-methanone;  

{(S)-346-(5,6-D imethoxy-pyridin-3-y1)-5,6,7,8-tetra hydro-pyrido[4,3-d]pyrimidin-41,  loxy]-

pyrrolidin-1-yll-oxazol-5-yl-methanone; 

{346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyl-

pyrrolidin-1-y1}-oxazol-5-yl-methanone; 

35 {(S)-346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y11-(2-methyl-oxazol-4-y1)-methanone; 
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{346- 	,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolid \ -1-y1)-(2-methyl-oxazol-4-y1)-methanone; 

{(S)-346- 	,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyl- 

pyrrolidin-1 	11-(2,2-dimethyl-tetrahydro-pyran-4-y1)-methanone; 

5 {346-(5,6-Di 	ethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}- 2,2-dimethyl-tetrahydro-pyran-4-yI)-methanone; 

{(S)-3-[6-(5,6-Di 	ethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy1- 

pyrrolidin-1-y11-(2, 	dimethyl-oxazol-5-yl)-methanone; 

{3-[6-(5,6-Dimethox ‘ pyridin-3-yI)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]- 

10 pyrrolidin-1-yI}-(2,4-di , ethyl-oxazol-5-y1)-methanone; 

(4,4-Difluoro-cyclohexyl{( S)-3[6-(5,6-dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3- 

d]pyrimidin-4-yloxyl-pyrroli\din-1-yll-methanone; 

(4,4-Difluoro-cyclohexyl)-(6-(5,6-dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3- 

d]pyrinnidin-4-yloxy]-pyrrolidirit1-y1}-methanone; 

15 2-Methoxy-5-{4-[(S)-1-(2-tetral-icdro-pyran-4-yl-acety1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-y1}-nicoinonitrile; 

2-Methoxy-5-{4-[1-(2-tetrahydro-pn-4-yl-acety1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-yll-nicotinon\  grile; 

5-{4-[(S)-1-(2,4-Dimethyl-oxazole-5-ca\bonyI)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3- 

20 d]pyrimidin-6-yI}-2-methoxy-nicotinonitri 	; 

5-1441-(2,4-Dimethyl-oxazole-5-carbonyl) ?pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-y1}-2-methoxy-nicotinonitrile; 

5-{4-[(S)-1-(2,2-Dimethyl-tetrahydro-pyran-4-\earbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-y1}-2-methoxy-nicotinoNtrile; 

25 5-{441-(2,2-Dimethyl-tetrahydro-pyran-4-carbo41 -pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-yII-2-rnethoxy-nicotinonitri e; 

{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1)-(5-methyl-oxazol-4-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyl- 

30 

35 

pyrrolidin-1-y11-(5-methyl-oxazol-4-y1)-methanone; 

{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y11-(5-methyl-isoxazol-4-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyri o[ ,3-d]pyrimidin-4-yloxyl- 

pyrrolidin-1-y1)-(5-methyl-isoxazol-4-y1)-methanone; 	 \, 
{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y11-(3-methyl-isoxazol-4-y1)-methanone; 
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{3-[6-( 	Methoxy-5-methyl-pyridin-3-yI)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin 1-y1}-(3-methyl-isoxazol-4-y1)-methanone; 

{(S)-3-[6-(6 	ethoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]- 

pyrrolidin-1-y1 	(3-methyl-isoxazol-4-y1)-methanone; 

5 {3-[6-(6-Methox 	5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]- 

pyrrolidin-1-y1}-(3- 	ethyl-isoxazol-4-y1)-methanone; 

Isoxazol-3-yl-{(S)-3- ‘-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3- 

d]pyrimidin-4-yloxyl-py 	olidin-1-yI}-methanone; 

Isoxazol-3-yl-{346-(6-Me 	oxy-5-methyl-pyridin-3-yI)-5,6,7,8-tetrahydro-pyrido[4,3- 

10 d]pyrimidin-4-yloxy]-pyrroli 	V -y1}-methanone; 

Isoxazol-5-yl-{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1- I}-methanone; 

Isoxazol-5-yl-{346-(6-Methoxy-5-rethyl-pyridin-3-y0-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-ylethanone; 

15 2-Methoxy-5-{4-[(S)-1-(thiazole-4-carb71)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-y1}-nicotinonitrile; 

2-Methoxy-5-{4[1-(thiazole-4-carbonyl)-pyr 	lidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-yll-nicotinonitrile; 

2-Methoxy-5-{4-[(S)-1-(1-methy1-1H-pyrazole-4 2 arbonyI)-pyrrolidin-3-yloxy]-7,8-dihydro-5H- 

20 pyrido[4,3-d]pyrimidin-6-yI}-nicotinonitrile; 

2-Methoxy-5-{4-[1-(1-methy1-1H-pyrazole-4-carbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-y1}-nicotinonitrile; 

2-Methoxy-5-{4-[(S)-1-(1-methy1-1H-pyrazole-3-carbon-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-y1}-nicotinonitrile; 

25 2-Methoxy-5-{4-[1-(1-methy1-1H-pyrazole-3-carbony1)-pyrrol 	in-3-yloxy]-7,8-dihydro-5H- 

pyrido[4,3-d]pyrimidin-6-y1}-nicotinonitrile; 	 \\,, 

(2,2-Dimethyl-tetrahydro-pyran-4y1)-{(S)-346-(6-Methoxy-5-metyl-Pyridin-3-y1)-5,6,7,8-

tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyFpyrrolidin-1-y1}-methano e; 

(2,2-Dimethyl-tetrahydro-pyran-4y1)-{346-(6-Methoxy-5-methyl-pyriClin-3-y1)-5,6,7,8- 

30 tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy}-pyrrolidin-1-y1}-methanone; 

(1,1-Dioxo-hexahydro-11ambda*6*-thiopyran-4-y1)-{(S)-346-(6-methoxy- -trifluoromethyl-

pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1\y1}-methanone; 

(1,1-Dioxo-hexahydro-11annbda*6*-thiopyran-4-y1)-{346-(6-methoxy-5-trifluA
\ 
 methyl-pyridin- 

3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyFpyrrolidin-1-y1}-methanOne; 

35 (S)-(2,4-Dimethyloxazol-5-y1)(3-(6-(6-methoxy-5-(trifluoromethyppyridin-3-y1)-5, \7, - 

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-yl)methanone; 
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(2,4-Dime 	yloxazol-5-y1)(3-(6-(6-methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-

tetrahydrop rido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-yl)methanone; 

(S)-(3-(6-(6- 	thoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyri midi n- 

4-yloxy)pyrroli 	n-1-y1)(thiazol-5-yl)methanone; 

5 (3-(6-(6-Methox 	5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahyd ropyrido[4,3-d]pyrimidin-4- 

yloxy)pyrrolid in-1- 	(thiazol-5-yl)methanone; 

(S)-(3-(6-(6-Methox 	5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-yloxy)pyrrolidin-1-y1 	1-methy1-1H-pyrazol-5-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifl oromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrim idin-4- 

10 yloxy)pyrrolidin-1-y1)(1-m thy1-1H-pyrazol-5-yl)methanone; 

4-((S)-3-(6-(6-Methoxy-5-(t -Tuoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-

d]pyrimidin-4-yloxy)pyrrolidin)e-1-carbonyl)pyrrolidin-2-one; 

4-(3-(6-(6-Methoxy-5-(trifluororikethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrim idin-4-

yloxy)pyrrolidine-l-carbonyl)pyridin-2-one; 

15 (S)-(3-(6-(6-Methoxy-5-(trifluoromtyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-yloxy)pyrrolidin-1-y1)(pyridin-3-y1) 	ethanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)p 	idin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(pyridin-3-yl)methan
\
one; 

(S)-(1H-Imidazol-4-y1)(3-(6-(6-methoxy-5.1  trifluoromethyl)pyridin-3-yI)-5,6,7,8- 

20 tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)p rrolidin-1-yl)methanone; 

(1H-Imidazol-4-y1)(3-(6-(6-methoxy-5-(trifluo 	methyl)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrro 'din-1-yl)methanone; 

5-((S)-3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin\3-y1)-5,6,7,8-tetrahydropyrido[4,3- 

d]pyrimidin-4-yloxy)pyrrolidine-1-carbonyl)pyrroli in-2-one; 

25 5-(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-547,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

yloxy)pyrrolidine-1-carbonyl)pyrrolidin-2-one; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5 	
\ 
7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-yloxy)pyrrolidin-1-y1)(pyridin-4-yl)methanone;  

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetcahydropyrido[4,3-d]pyrimidin-4- 

30 yloxy)pyrrolidin-1-y1)(pyridin-4-yl)methanone; 	 \ , 
(S)-(1,3-Dimethy1-1H-pyrazol-4-y1)(3-(6-(6-methoxy-5-(trifluor methyl)pyridin-3-y1)-5,6,7,8- 

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-yl)methan 	ne; 

35 

(1,3-D imethy1-1H-pyrazol-4-y1)(3-(6-(6-methoxy-5-(trifluoronnethyl,)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidi n-1-yl)metha none', 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahyd 	pyrido[4,3-d]pyrimidin- 
\ 

4-yloxy)pyrrolidin-1-y1)(1H-pyrazol-4-yOmethanone; 	 \ 
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(3-(6-(6\-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

yloxy)pyr 	lidin-1-yI)(1 H-pyrazol-4-yOmethanone; 

(S)-(3-(6-(6- 	ethoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-yloxy)pyrroli in-1-y1)(5-methyl-1,3,4-oxadiazol-2-yOmethanone; 

5 (3-(6-(6-methox -5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

yloxy)pyrrolidin-1- 	)(5-methyl-1,3,4-oxadiazol-2-y1)methanone; 

(S)-(3-(6-(6-Methoxy 5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-yloxy)pyrrolidin-1-y1) pyrazin-2-yl)methanone; 

(3-(6-(6-Methoxy-5-(triflu 	romethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

10 yloxy)pyrrolidin-1-yI)(pyrazi , -2-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-(triflu romethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-yloxy)pyrrolidin-1-y1)(1-methy\1H-imidazol-4-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethy(, pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

yloxy)pyrrolidin-1-y1)(1-methyl-1H-1 	'dazol-4-yl)methanone; 

15 {(S)-346-(6-Methoxy-5-trifluoromethyl2Ryridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimid in- 

4-yloxy]-pyrrolidin-1-y11-(1-methy1-1H-pyhizol-4-y1)-methanone; 

{316-(6-Methoxy-5-trifluoromethyl-pyridin- -y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4- 

yloxy]-pyrrolidin-1-y1)-(1-methy1-1H-pyrazol-4 	I)-methanone; 

{(S)-346-(6-Methoxy-5-trifluoromethyl-pyridin- 	1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimid in- 

20 4-yloxy]-pyrrolidin-l-yll-thiazol-4-yl-methanone; 

{346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxyFpyrrolidin-1-yll-thiazol-4-yl-methanone; 

{(S)-346-(5-Chloro-6-methoxy-pyridin-3-y1)-5,6,7,8-tetr tlydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y11-(tetrahydro-pyran-4-y1)-methanone; 

25 {346-(5-Chloro-6-methoxy-pyridin-3-y1)-5,6,7,8-tetrahydro- 	rido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-methanone; 

(S)-(3-(6-(6-Amino-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrah dropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yl)methanone; 

(3-(6-(6-Amino-5-(trifluoromethyl)pyrid in-3-yI)-5,6,7,8-tetrahyd ropyritlo[4,3-d]pyrimidin-4- 

30 yloxy)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yl)methanone; 	\ 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrid6[4 ,3-d]pyrimidin-4- 

yloxy)azetidin-1-y1)(tetrahydro-2H-pyran-4-yl)methanone; 	 \ 
{(S)-3-[6-(2-Methoxy-pyri midi n-5-yI)-5,6,7,8-tetrahyd ro-pyrido[4,3-d]pyrimidi'\4-yloxyl- 

pyrrolidin-1-y11-(tetrahyd ro-pyran-4-yI)-metha none; 	
\ 

35 {346-(2-Methoxy-pyrimidi n-5-yI)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-ylo4]-pyrrolidin- 

1-y1}-(tetrahydro-pyran-4-y1)-methanone; 	 \ 
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[(S)-3- 6-Quinolin-3-y1-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy)-pyrrolidin-1-y1]- 

(tetrahy ro-pyran-4-y1)-methanone; 

[3-(6-Qui 	olin-3-y1-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy)-pyrrolidin-1-y1]- 

(tetrahydro 	yran-4-yI)-methanone; 

5 (S)-(3-(6-(6- 	ethoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-yloxy)pyrroli in-1-y1)(tetrahydro-2H-pyran-4-yl)methanone; 

(3-(6-(6-Methox -5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

yloxy)pyrrolidin-1 	I)(tetrahydro-2H-pyran-4-yl)methanone; 

(S)-1-(3-(6-(6-Meth•xy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3- 

10 d]pyrimidin-4-yloxy) 	rrolidin-1-yI)-3,3-dimethylbutan-1-one; 

1-(3-(6-(6-Methoxy-5-( rifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

yloxy)pyrrolidin-1-y1)-3, 	dimethylbutan-1-one; 

1-{(S)-346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolin-1-yll-propan-1-one; 

15 1-(346-(6-Methoxy-5-trifluoramethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidin-1-yll-propanA-one; 

2-Methoxy-544-((S)-1-propionypyrrolidin-3-yloxy)-7,8-dihydro-5H-pyrido[4,3-d]pyrimidin-6-

yI]-nicotinonitrile;  

2-Methoxy-544-(1-propionyl-pyrroli in-3-yloxy)-7,8-dihydro-5H-pyrido[4,3-d]pyrimidin-6-y1]- 

20 nicotinonitrile; 

(S)-6-(6-Methoxy-5-(trifluoromethyl)py idin-3-y1)-4-(1-(pyridin-2-yl)pyrrolidin-3-yloxy)-5,6,7,8- 

tetrahydropyrido[4,3-d]pyrimidine; 

6-(6-Methoxy-5-(trifluoromethyl)pyridin-3- 1)-4-(1-(pyridin-2-yl)pyrrolidin-3-yloxy)-5,6,7,8- 

tetrahydropyrido[4,3-d]pyrimidine; 

25 (S)-6-(6-Methoxy-5-(trifluoromethyl)pyridin-3\y1)-4-(1-(pyrimidin-2-Apyrrolidin-3-yloxy)-

5,6,7,8-tetrahydropyrido[4,3-d]pyrimidine; 

6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-4-(1c(pyrimidin-2-yl)pyrrolidin-3-yloxy)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidine; 

(S)-1-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-\X1)-5,6,7,8-tetrahydropyrido[4,3- 

30 d]pyrimidin-4-ylamino)pyrrolidin-1-yl)propan-1-one; 

1-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6„8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yl)propan-1-one; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,43-tetrahydropyrido[4,3-d]pyrimidin-

4-ylamino)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yl)methan\pne; 

35 (3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetra
\ 
 `hydroPyrido[4,3-d]pyrimidin-4- 

ylamino)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yOmethanone; \ 
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(S)-2-Methoxy-5-(4-(1-(tetrahydro-2H-pyran-4-carbonyl)pyrrolidin-3-ylamino)-7,8- 

dihydro 	rido[4,3-d]pyrimidin-6(5H)-yl)nicotinonitrile; t3
, 

 

2-Methoxy-5-(4-(1-(tetrahydro-2H-pyran-4-carbonyl)pyrrolidin-3-ylamino)-7,8- 

dihydropyn 	[4,3-d]pyrimidin-6(5H)-yl)nicotinonitrile; 

5 (S)-1-(4-(3-(6 	6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3- 

d]pyrirnidin-4-y1 	mino)pyrrolidine-1-carbonyl)piperidin-1-yl)ethanone; 

1-(4-(3-(6-(6-Met 	xy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-

4-ylamino)pyrrolidin -1-carbonyl)piperidin-1-yl)ethanone; 

(2,2-Dimethyltetrahy 	o-2H-pyran-4-y1)((S)-3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)- 

10 5,6,7,8-tetrahydropyrid 	4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yOmethanone; 

(2,2-Dimethyltetrahydro- 	-pyran-4-y1)(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)- 

5,6,7,8-tetrahydropyrido[4, 	d]pyrimidin-4-ylamino)pyrrolidin-1-yOmethanone; 

(S)-(3-(6-(6-Methoxy-5-(triflu 	omethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-ylamino)pyrrolidin-1-y1)(oxaz 	-5-yl)methanone; 

15 (3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]Pyrimidin-4-

ylamino)pyrrolidin-1-y1)(oxazol-5-ylethanone; 

((S)-3-(6-(6-Methoxy-5-(trifluoromethX)
,
pyridin-3-y1)-5,6,7,8-tetrahydroPyrido[4,3-d]Pyrimidin-

4-ylamino)pyrrolidin-1-y1)((1s,4R)-4-meth
s
oxycyclohexyl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridi , 	-y1)-5,6,7,8-tetrahydroPyrido[4,3-d]Pyrimidin-4- 

e,, 

 

20 ylamino)pyrrolidin-1-y1)((1s,4R)-4-methoxy rlohexyl)methanone; 

((S)-3-(6-(6-Methoxy-5-(trifluoromethyppyridi , 3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-ylamino)pyrrolidin-1-y1)((1r,4S)-4-methoxycy lbhexyl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1 -yl)((1r,4S)-4-nnethoxycyclohel)nnethanone; 

25 ((1s,4R)-4-Hydroxycyclohexyl)((S)-3-(6-(6-methoxy-(trifluoromethyl)pyridin-3-y1)-5,6,7,8- 

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin- 	yl)methanone; 

((1s,4R)-4-Hydroxycyclohexyl)(3-(6-(6-methoxy-5-(triflu 	omethyl)pyridin-3-y1)-5,6,7,8- 

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-y1) 	ethanone; 

((1r,4S)-4-Hydroxycyclohexyl)((S)-3-(6-(6-methoxy-5-(trifluo onnethyl)pyridin-3-y1)-5,6,7,8- 

30 tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yOmarnone; 

((1r,4S)-4-Hydroxycyclohexyl)(3-(6-(6-methoxy-5-(trifluoromet4pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yl)methan ne; 

-(S)-(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido14,3 d]pyrimidin-4- 

ylamino)pyrrolidin-1-y1)(1-methyl-1H-imidazol-4-yl)methanone; 

35 (3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]p rimidin-4-

ylamino)pyrrolidin-1-y1)(1-methy1-1H-imidazol-4-yl)methanone; 
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(S)-(3-(6 (6-Methoxy-5-methylpyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

ylamino)p 	rolidin-1-y1)(oxazol-5-yl)methanone; 

(3-(6-(6-Met oxy-5-methylpyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrroli i in-1-y1)(oxazol-5-yl)methanone; 

5 (S)-(3-(6-(6-Met 	xy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin- -y1)(oxazol-4-yl)methanone; 

(3-(6-(6-Methoxy-5- 	ethylpyridin-3-0)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

ylamino)pyrrolidin-1-y1 	oxazol-4-yl )methanone; 

(2,2-Dimethyltetrahydro- H-pyran-4-y1)((S)-3-(6-(6-methoxy-5-methylpyridin-3-y1)-5,6,7,8- 

10 tetrahydropyrido[4,3-d]pyn 	idin-4-ylamino)pyrrolidin-1-yl)methanone; 

(2,2-Dimethyltetrahydro-2H- yran-4-y1)(3-(6-(6-methoxy-5-methylpyridin-3-y1)-5,6,7,8- 

tetrahydropyrido[4,3-d]pyrimid 	-4-ylamino)pyrrolidin-1-yl)methanone; 

(S)-1-(3-(6-(6-Methoxy-5-methyl 8  yridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yl)propan-1-o e; 

15 1-(3-(6-(6-Methoxy-5-methylpyridin- -yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yl)propan-1-one; 

(S)-(3-(6-(5-Chloro-6-methoxypyridin-3- i,)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

ylamino)pyrrolidin-1-y1)(tetrahydro-2H-pyr 	-4-yOmethanone; 

(3-(6-(5-Chloro-6-methoxypyridin-3-yI)-5,6, 	8-tetrahydropyrido[4,3-d]pyrimidin-4- 

20 ylannino)pyrrolidin-1-yI)(tetrahydro-2H-pyran- 	yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6, 	8-tetrahydropyrido[4,3-d]pyrimidin-4- 

ylamino)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-y1) 	ethanone; 

(3-(6-(6-Methoxy-5-methylpyridin-3-yI)-5,6,7,8-tetr 	ydropyrido[4,3-d]pyrimidin-4- 

ylamino)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yl)me 	anone; 

25 (Tetrahydro-pyran-4-yI)-{(S)-3-{6-(5-(trifluoromethyl)py idin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-

d]pyrimidin-4-ylamino)pyrrolidin-1-yll-methanone; 

(Tetrahydro-pyran-4-yI)-{3-{6-(5-(trifluoromethyl)pyridin-3- 1)-5,6,7,8-tetrahydropyrido[4,3- 

d]pyrimidin-4-ylamino)pyrrolidin-1-y1}-methanone; 	\, 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-te rahydropyrido[4,3-d]pyrimidin- 

30 4-yloxy)pyrrolidin-1-y1)(4-methylpiperazin-1-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydrooyrido[4,3-d]pyrimidin-4- 

yloxy)pyrrolidin-1-y1)(4-methylpiperazin-1-yl)methanone; 	\; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydi'opyrido[4,3-d]pyrimidin- , 
4-yloxy)pyrrolidin-1-y1)(morpholino)methanone; 	

\ 
\ 

35 (3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyriddf4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(morpholino)methanone;  
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(S)- 4-Hydroxypiperidin-1-y1)(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrah dropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-yl)methanone; 

4-Hydro ypiperidin-1-y1)(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrahydro yrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-yl)methanone; 

5 (S)-N-(2-Hy roxyethyl)-3-(6-(6-methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-

tetrahydropyri 0[4,3-d]pyrimidin-4-yloxy)-N-methylpyrrolidine-1-carboxamide; 

N-(2-Hydroxyeth 1)-3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4, -d]pyrimidin-4-yloxy)-N-methylpyrrolidine-1-carboxamide; 

(S)-1-(4-(3-(6-(6-Me 	oxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3- 

10 d]pyrimidin-4-yloxy)py 	olidine-1-carbonyl)piperazin-1-yl)ethanone; 

1-(4-(3-(6-(6-Methoxy-5- rifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-yloxy)pyrrolidine-1-carbo yl)piperazin-1-yl)ethanone; 

(S)-2-Methoxy-5-(4-(1-(more ,oline-4-carbonyl)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-

d]pyrimidin-6(5H)-yl)nicotinonit tie; 

15 2-Methoxy-5-(4-(1-(morpholine-4 carbonyl)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-

d]pyrimidin-6(5H)-yl)nicotinonitrile; \ 

(S)-(3-(6-(6-Methoxy-5-(trifluorometh‘ )pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin- 

4-yloxy)pyrrolidin-1-y1)(oxazol-4-yl)met ,anone; 

(3-(6-(6-Methoxy-5-(trifluoromethyppyridiii73-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4- 

20 yloxy)pyrrolidin-1-y1)(oxazol-4-yl)methanon • 

1-(4-{(S)-346-(6-Methoxy-5-trifluoromethyl-py idin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3- 

d]pyrimidin-4-yloxyl-pyrrolidine-1-carbonyll-pip 	idin-1-y1)-ethanone; 

1-(4-{346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1
1 /4
)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin- 

4-yloxyl-pyrrolidine-1-carbony1}-piperidin-1-y1)-ethan7e; 

25 {(S)-346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5, 	,7,8-tetrahydro-pyrido[4,3-d]pyrimidin- 
\ 

4-yloxy}-pyrrolidin-1-01-(3-methyl-3H-imidazol-4-y1)-manone; 

{346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-teyahydro-pyrido[4,3-d]pyrimid in-4-

yloxy}-pyrrolidin-1-y1}-(3-methy1-3H-imidazol-4-y1)-methano\ne; 

{(S)-316-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-te\  t‘rahydro-pyrido[4,3-d]pyrimidin- 

30 4-yloxyl-pyrrolidin-1-yll-oxazol-5-yl-methanone; 

{346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydrpyrido[4,3-d]pyrimidin-4- 
\ 

yloxyFpyrrolidin-1-y1}-oxazol-5-yl-methanone;  
{(S)-346-(6-Methoxy-pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrlmidin-4-yloxy)pyrrolidin- 

1-y11-(tetrahydro-pyran-4-y1)-methanone; and  

35 (3-[6-(6-Methoxy-pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-411oxy)pyrrolidin-1-

y11-(tetrahydro-pyran-4-y1)-methanone. 
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8. A compound of the formula (I) as defined in anyone of claims 1 to 7 in form of a salt 

selected fr 

a) citrate, fu 	rate or napadisylate; or 

b) phosphate, 	drochloride or hippurate. 

5 

9. A compound of 	e formula (I) as defined in anyone of claims 1 to 8, for use as 

pharmaceutical. 

10. A combination compr ising a therapeutically effective amount of a compound of formula (I) 

10 as defined in anyone of cl 	ms 1 to 8, and one or more therapeutically active agents. 

11. Use of a compound of for 	ula (I) as defined in anyone of claims 1 to 8, for the 

manufacture of a medicament for the treatment of a diseases or disorders which are 

mediated by the activity of the PI3 	enzymes, preferably by the activity of the PI3K6 isoform. 

15 

12. A pharmaceutical composition co 	rising a therapeutically effective amount of a 

compound of formula (I) as defined in a yone of claims 1 to 8, and one or more 

pharmaceutically acceptable carriers. 

20 13. A method of modulating the activity of the PI3K enzymes, preferably of the PI3K6 

isoform , in a subject, comprising the step of administering  to a subject a therapeutically 

effective amount of a compound of formula (I) as defined in anyone of claims 1 to 8. 
\ 

25 

14. A method for the treatment of a disorder or a disease mediated by the PI3K enzymes, 

preferably by the PI3K6 isoform, comprising the step of aninistering to a subject a 

therapeutically effective amount of a compound of formula 4) as defied defined in anyone of 

claims 1 to 8. 

15. A method according to claim 14, wherein the disorder or a disease is selected from 

30 rheumatoid arthritis (RA), pemphigus vulgaris (PV), idiopathic throrA
\
ocytopenia purpura 

(ITP), thrombotic thrombocytopenic purpura (TTP), autoimmune her*ytic anemia (AIHA), 

acquired hemophilia type A (AHA), systemic lupus erythematosus (SLE), multiple sclerosis 

(MS), myasthenia gravis (MG), Sjogren's syndrome (SS), ANCA-associated vasculitides, 

cryoglobulinemia, chronic autoimmune urticaria (CAU), allergy (atopic derniatitis, contact 
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dermatiti , allergic rhinitis) , goodpasture's syndrome, transplant rejection and cancers of 

haematop ietic origin. 

16. Use of a col pound of formula (I) as defined in anyone of claims 1 to 8, for the treatment 

5 of a disorder or a disease in a subject mediated by the activity of the PI3K enzymes, 

preferably by the a tivity of the PI3K6 isoform. 

10 

17. Use of a compound 	f formula (I) as defined in anyone of claims 1 to 8, for the treatment 

of a disorder or disease selected from rheumatoid arthritis (RA), pemphigus vulgaris (PV), 

idiopathic thrombocytopeni. purpura (ITP), thrombotic thrombocytopenic purpura (TTP), 

autoimmune hemolytic anemi 	(AIHA), acquired hemophilia type A (AHA), systemic lupus 

erythematosus (SLE), multiple 	clerosis (MS), myasthenia gravis (MG), Sjogren's syndrome 

15 

(SS), ANCA-associated vasculitides, cryoglobulinemia, chronic autoimmune urticaria (CAU), 

allergy (atopic dermatitis, contact 	ermatitis, allergic rhinitis) , goodpasture's syndrome, 

transplant rejection and cancers of h ematopoietic origin. 

20 

18. A process or method for the manufacture of a compound of the formula (I) according to 

claim 1, 

comprising the steps of method A: 

b) deprotecting the compound of formula (E), 

( 

Y 
2 PG -..,... 	

N 
 N...„.--..,... 

1 
\ ,..,,,."....

N
-,j 

(E) 

wherein PG2  represents a suitable protectiong group and R1, "(\ and m are as defined for a 

compound of formula (I) 

25 c) followed by reaction with 

R2-Hal, 

wherein R2  is as defined for a compound of formula (I) and Hal repreents halogen, under 

customary Buchwald-Hartwig conditions using a ligand with a palladi(n catalyst, in the 

presence of a base, in an organic solvent; 



WO 2012/004299 	 PCT/EP2011/061393 

216 

wher 	n compound of formula (E) is prepared comprising the step of 

d) depr 	ecting PG1  from the compound of formula (C), 

____ pGi 

PG2--..,, 
N 

N 

5 (C) 

wherein PG1  represents a 	itable protecting group, and the other substituents are as 

defined above, 

e) followed by coupling reaction with 

10 

R1-Act, 

wherein when R1  is -C(0)-R4, whe 	in R4  is as defined fora compound of formula (I), 

and Act represents an activating gro p or a hydroxy group, the coupling reaction is an 

amide, urea or carbamic ester formatio , or; 

wherein when R1  is selected from phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, .\ 
1,2,3-triazinyl, 1,2,4-triazinyl or 1,3,5-triazinyl

\ 
 and Act represents halogen, the coupling 

15 reaction is carried out in the presence of an acnine base or alternatively, the reaction is 

carried out under customary Buchwald-Hartwig conditions using a ligand with a 

palladium catalyst in the presence of a base; 

wherein the compound of formula (C) is prepa ed comprising the step of 

20 a) coupling a compound of formula (A), 

X 

2 PGN,.. 	,---,,,,,,,,,„,-;,,,,N  N 
L

.,..„..
)

,, ,:::
j. 

N 

(A) 

wherein X represents halogen and PG2  is as defined above; with a compound of 

formula (B), 	 \ 
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— PG1  

(B) 

wherei 	the substituents are as defined above, 

wherein 	hen YH is OH and X represents halogen, the reaction takes place in 

the prese ce of a suitable base, or 

5 wherein wh n YH is NR3H and and X represents halogen: The reaction takes 

place in the p esence of a suitable base, or 

wherein when 	H is NR3H and and X represents hydroxy: A base promoted 

phosphonium co piing reaction is employed; 

10 	or, alternatively comprising the 	teps of a), d) and e) of method A as defined above, starting 

from a compound of formula (A) 	erein PG2  represents R2; 

or, alternatively comprising the step 	of method B: 

d) deprotecting the compound of form ,a (D), 

( — PG1  

Y 

11-..,. .„,---..,......,..,--,
N 

 
N 
L

s....,_,,,..
t

. 
	..). 

N 

15 (D) 

wherein PG1  represents a suitable protecting group, 	nd the other substituents are as defined 

above 

e) followed by coupling reaction with 

R1-Act, 

20 	wherein when R1  is -C(0)-R4, wherein R4  is as defined fora compound of formula (I), and Act 

represents an activating group or a hydroxy group, the coupling reaction is an amide, urea or 

carbamic ester formation, or; 	 \ 
wherein when R1  is selected from phenyl, pyridyl, pyrimidinyl, prazinyl, pyridazinyl, 1,2,3- 

triazinyl, 1,2,4-triazinyl or 1,3,5-triazinyl and Act represents haloen, the coupling reaction is 

25 	carried out in the presence of an amine base or alternatively, the reaction is carried out under 

customary Buchwald-Hartwig conditions using a ligand with a palladium catalyst in the 

presence of a base; 
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wherein compound of formula (ID) is prepared comprising the step of 

b) deprot 	ting PG1  from the compound of formula (C), 

—PG1  

PG2-,,,,  
N 

N 

(C) 

5 wherein PG1  represents a 	uitable protecting group, and the other substituents are as 

defined above, 
. \ c) followed by coupling reaction with 

10 

R2-Hal, 

wherein R2  is as defined for a co 	ound of formula (I) and Hal represents halogen, 

under customary Buchwald-Hartwi 	conditions using a ligand with a palladium catalyst, 

in the presence of a base, in an orga\  is solvent; 

wherein the compound of formul 	(C) is prepared as described above; 

or, alternatively comprising the steps a), b) and) of method B as defined above, starting from 

15 	a compound of formula (B) wherein PG1  represent R1, 

and, if desired, transforming a compound of formula (I) into a different compound of formula 

(I), transforming a salt of an obtainable compound of formula (I) into the free compound or a 

different salt, transforming an obtainable free compound 	formula (I) into a salt thereof, 

20 	and/or separating an obtainable mixture of isomers of a Impound of formula I into individual 

isomers. 
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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS: 

1. A tetrahydro-pyrido-pyrimidine derivative of the formula (I) and/or tautomers and/or N-oxides 

and/or pharmaceutically acceptable salts thereof, 

( — R1  

Y 

r. 
r% ',...., 	,......., -..„.. 	..,,,,, 

N 	 N 

(I) 

wherein 

Y is selected from 0 or NR3; 

R1  is selected from phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1,2,3-triazinyl, 1,2,4- 

triazinyl, 1,3,5-triazinyl, 

or 

-C(0)-R4  

wherein 

R4  is selected from C1-C3-alkyl, halo-C1-C8-alkyl, hydroxy-C1-CS-alkyl, C1-C8-alkoxy-C1-C8-

alkyl, C1-C8-alkyl-sulfonyl-C1-C8-alkyl, heterocyclyl, heterocyclyl-oxy, heterocyclyl-C1-C8-

alkyl, C3-C12-cycloalkyl, C3-C12-cycloalkyl-C1-C8-alkyl, heteroaryl, heteroaryl-oxy, 

heteroaryl-C1-C8-alkyl, hydroxy, C1-C8-alkoxy, amino, N-C1-C8-alkyl-amino or N,N-di-C1- 

C8-alkyl-amino, 

wherein 'C1-C8-alkyr in N-C1-C8-alkyl-amino and N,N-di-C1-C8-alkyl-amino may be 

unsubstituted or substituted by halogen, hydroxy or C1-C4-alkoxy; 

wherein `C3-C12-cycloalkyr in C3-C12-cycloalkyl and C3-C12-cycloalkyl-C1-C8-alkyl may be 

unsubstituted or substituted by 1-5 substituents independently selected from oxo, 

halogen, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-

alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-

carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-

alkyl-carbonyl; 

wherein teterocycly1' is selected from oxiranyl, aziridinyl, oxetanyl, thiethanyl, azetidinyl, 

pyrrolidinyl, tetrahydrofuranyl, tetrahydrothiophenyl, 2,3-dihydrofuranyl, 2,5-dihydrofuranyl, 

2,3-dihydrothiophenyl, 1-pyrrolinyl, 2-pyrrolinyl, 3-pyrrolinyl, tetrahydropyranyl, piperidinyl, 

tetrahydrothiopyranyl, morpholinyl, thiomorpholinyl, piperazinyl, azepanyl, thiepanyl or 

oxepanyl; each of which is unsubstituted or substituted by 1-5 substituents independently 
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selected from oxo, halogen, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, 

C1-C8-alkoxy, C1-C8-alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-

amino, C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or 

Cl-C8-alkoxy-C,-C8-alkyl-carbonyl; 

wherein 'heterocyclyl' can be attached at a heteroatom or a carbon atom and where the N 

and/or S heteroatoms can also optionally be oxidized to various oxidation states; 

wherein 'heteroaryl' is selected from 

furanyl, thiophenyl, pyrrolyl, imidazolyl, pyrazolyl, thiazolyl, isothiazolyl, oxazolyl, 

isoxazolyl, 1,2,5-oxadiazolyl, 1,2,4-oxadiazolyl, 1,2,3-oxadiazoly1,1,3,4-oxadiazolyl, 1,2,5-

thiadiazolyl, 1,2,4-thiadiazolyl, 1,2,3-thiadiazoly1,1,3,4-thiadiazolyl, 1,2,3-triazolyl, 1,2,4-

triazolyl, 1,2,5-triazolyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1,2,3-triazinyl, 1,2,4-

triazinyl or 1,3,5-triazinyl; each of which is unsubstituted or substituted by 1-5 substituents 

independently selected from halogen, Cl-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, 

hydroxyl, Cl-C8-alkoxy, Cl-C8-alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1- 

C8-alkyl-amino, C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy-C1-C8-alkyl-

carbonyl or C1-C8-alkoxy-C1-C8-alkyl-carbonyl; wherein 'heteroaryl' can be attached at a 

heteroatom or a carbon atom and where the N and/or S heteroatoms can also optionally 

be oxidized to various oxidation states; 

R2  is selected from phenyl, naphthyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, quinolinyl or 

isoquinolinyl, each of which is unsubstituted or substituted by 1-5 substituents independently 

selected from halogen, cyano, nitro, C1-C8-alkyl, halo-C1-C8-alkyl, hydroxy-C1-C8-alkyl, hydroxyl, 

C1-C8-alkoxy, C1-C3-alkoxy-C1-C8-alkyl, amino, N-C1-C8-alkyl-amino, N,N-di-C1-C8-alkyl-amino, 

C1-C8-alkyl-carbonyl, halo-C1-C3-alkyl-carbonyl, hydroxy-C1-C8-alkyl-carbonyl or Ci-C8-alkoxy- 

C1-C8-alkyl-carbonyl; 

R3  is selected from H, C1-C4-alkyl or halo-C1-C4-alkyl; and 

m is selected from 0 or 1. 

2. A compound according to claim 1, of the formula (Id') 

0 

0 	 Ra 

R2 	
N 	 N 

N--1 	 (Id'), 

and/or tautomers and/or N-oxides and/or pharmaceutically acceptable salts thereof. 
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3. A compound according to claim 1, of the formula (le') 

0 

HN 	 Ra 

R
NN 

''N-j 	 (le'), 

and/or tautomers and/or N-oxides and/or pharmaceutically acceptable salts thereof. 

4. A compound according to any one of claims 1 to 3, wherein 

R2  is selected from naphthyl, pyridyl or pyrimidinyl; each of which is unsubstituted or substituted 

by 1-3 substituents independently selected from halogen, cyano, nitro, C1-C8-alkyl, halo-C1-C8-

alkyl, hydroxy-C1-C8-alkyl, hydroxyl, C1-C8-alkoxy, C1-C8-alkoxy-C1-C8-alkyl, amino, N-C1-C3-

alkyl-amino, N,N-di-C1-C8-alkyl-amino, C1-C8-alkyl-carbonyl, halo-C1-C8-alkyl-carbonyl, hydroxy- 

C1-C8-alkyl-carbonyl or C1-C8-alkoxy-C1-C8-alkyl-carbonyl. 

5. A compound according to any one of claims 1 to 4, wherein 

R1, if present, is -C(0)-R4, wherein 

R4  is selected from heterocyclyl, C4-C8-cycloalkyl or heteroaryl; 

wherein `C3-C12-cycloalkyr may be unsubstituted or substituted by 1-3 substituents 

independently selected from fluoro, C1-C4-alkyl, hydroxyl, C1-C4-alkoxY; 

wherein teterocyclyr is selected from pyrrolidinyl, tetrahydropyranyl, piperidinyl, 

tetrahydrothiopyranyl, morpholinyl or piperazinyl; each of which is unsubstituted or substituted 

by 1-3 substituents independently selected from oxo, halogen, C1-C4-alkyl, hydroxyl, C1-C4-

alkyl-carbonyl; 

wherein `heterocyclyl' can be attached at a heteroatom or a carbon atom and where the N 

and/or S heteroatoms can also optionally be oxidized to various oxidation states; 

wherein `heteroaryl' is selected from 

furanyl, imidazolyl, pyrazolyl, thiazolyl, oxazolyl, isoxazolyl, 1,3,4-oxadiazolyl, pyridyl, pyrazinyl; 

each of which is unsubstituted or substituted by 1-3 substituents independently selected from 

C1-C4-alkyl, hydroxyl; 

wherein `heteroaryl' can be attached at a heteroatom or a carbon atom and where the N and/or 

S heteroatoms can also optionally be oxidized to various oxidation states. 

6. A compound according to any one of claims 1 to 4, wherein 

R1, if present, is -C(0)-R4,and 
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R4  is selected from C1-C8-alkyl, Cl-C8-alkoxy-C1-C8-alkyl, C1-C8-alkoxy or N,N-di-C1-C8-alkyl-

amino, 

wherein 'GI-Cs-alkyl' in N,N-di-C1-C8-alkyl-amino may be unsubstituted or substituted by 

halogen, hydroxy or Cl-C4-alkoxy. 

7. A compound according to claim 1, which is selected from the group consisting of 

{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-methanone; 

{(S)-346-(2,4-Dimethoxy-pyrimidin-5-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-methanone; 

{346-(2,4-Dimethoxy-pyrimidin-5-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin- 

1-y1}-(tetrahydro-pyran-4-y1)-methanone; 

2-Methoxy-5-{4-[(S)-1-(tetrahydro-pyran-4-carbonyl)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-y1}-nicotinonitrile; 

2-Methoxy-5-{441-(tetrahydro-pyran-4-carbonyl)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-y1}-nicotinonitrile; 

1-{(S)-3-[6-(5,6-Dimethoxy-pyridin-3-yI)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-yI}-propan-1-one; 

1-{346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin- 

1-yI}-propan-1-one; 

{(S)-346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-methanone; 

{346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy}-pyrrolidin-1-

yI}-(tetrahydro-pyran-4-y1)-methanone; 

2-Amino-5-{4-[(S)-1-(tetrahydro-pyran-4-carbonyl)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-yI}-nicotinonitrile; 

2-Amino-5-{4-[1-(tetrahydro-pyran-4-carbonyl)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-yll-nicotinonitrile; 

(S)-(3-(6-(5-Fluoro-6-methoxypyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yOrnethanone; 

(3-(6-(5-Fluoro-6-methoxypyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)(tetrahydro-2H-pyran-4-yl)methanone; 

(S)-2-Methoxy-5-(4-(1-(2-methoxyacetyl)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-d]pyrimidin- 

6(5H)-yl)nicotinonitrile; 
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2-Methoxy-5-(4-(1-(2-methoxyacetyppyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-d]pyrimidin-6(5H)-

yl)nicotinonitrile; 

(S)-5-(4-(1-(Cyclopentanecarbonyl)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-d]pyrimidin-6(5H)-

yI)-2-methoxynicotinonitrile; 

5-(4-(1-(Cyclopentanecarbonyl)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-d]pyrimidin-6(5H)-y1)-2-

methoxynicotinonitrile; 

(2,4-Dimethyl-oxazol-5-y1)-{(S)-3-[6-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

(2,4-Dimethyl-oxazol-5-y1)-{3-[6-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

Furan-3-yl-{(S)-316-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin- 

4-yloxy]-pyrrolidin-1-ylynnethanone; 

Furan-3-yl-{346-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy}-pyrrolidin-1-y1}-methanone; 

{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy-

pyrrolidin-1-1-y1}-oxazol-5-yl-methanone; 

{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(3-methy1-3H-imidazol-4-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(3-methy1-3H-imidazol-4-y1)-methanone; 

{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y11-(2-methyl-oxazol-4-y1)-methanone; 

{3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(2-methyl-oxazol-4-y1)-methanone; 

(3-Methoxy-cyclobuty1)-{(S)-3-[6-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

(3-Methoxy-cyclobuty1)-{3-[6-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

({(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-oxazol-4-yl-methanone; 

({346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-oxazol-4-yl-methanone; 

1-(4-{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidine-1-carbony1}-piperidin-1-y1)-ethanone; 

1-(4-{3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidine-1-carbonylypiperidin-1-y1)-ethanone; 
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{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(4-methyl-oxazol-5-y1)-methanone; 

{3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1 -y1}-(4-methyl-oxazol-5-y1)-methanone; 

5-{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidine-l-carbony1}-1H-pyridin-2-one; 

5-{316-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidine-1-carbony11-1H-pyridin-2-one; 

{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(1 -methy1-1H-imidazol-4-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1 -y1}-(1-methy1-1H-imidazol-4-y1)-methanone; 

{(S)-346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-oxazol-4-yl-methanone; 

{346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-

y1}-oxazol-4-yl-methanone; 

{(S)-346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyl-

pyrrolidin-1-y1}-oxazol-5-yl-methanone; 

{346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-

y1}-oxazol-5-yl-methanone; 

{(S)-346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1 -y1}-(2-methyl-oxazol-4-y1)-methanone; 

{3-[6-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyFpyrrolidin-1-

y1}-(2-methyl-oxazol-4-y1)-methanone; 

{(S)-346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1}-(2,2-dimethyl-tetrahydro-pyran-4-y1)-methanone; 

13-[6-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-

y1}-(2,2-dimethyl-tetrahydro-pyran-4-y1)-methanone; 

{(S)-346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1 -y1}-(2,4-dimethyl-oxazol-5-y1)-methanone; 

{346-(5,6-Dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyl-pyrrolidin-1-

y1}-(2,4-dimethyl-oxazol-5-y1)-methanone; 

(4,4-Difluoro-cyclohexyl)-{(S)-3-[6-(5,6-dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1 -yll-methanone; 

(4,4-Difluoro-cyclohexyl)-{3-[6-(5,6-dimethoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1 -y1}-methanone; 
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2-Methoxy-5-{4-[(S)-1-(2-tetrahydro-pyran-4-yl-acety1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-yll-nicotinonitrile; 

2-Methoxy-5-{4-[1-(2-tetrahydro-pyran-4-yl-acety1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-y1}-nicotinonitrile; 

5-{4-[(S)-1-(2,4-Dimethyl-oxazole-5-carbony1)-pyrrolidin-3-ylond-7,8-dihydro-5H-Pyrido[4,3-

d]pyrimidin-6-y11-2-methoxy-nicotinonitrile; 

5-{4-[1-(2,4-Dimethyl-oxazole-5-carbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-y1}-2-methoxy-nicotinonitrile; 

5-{4-[(S)-1-(2,2-Dimethyl-tetrahydro-pyran-4-carbonyI)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-yI}-2-methoxy-nicotinonitrile; 

5-{441-(2,2-Dimethyl-tetrahydro-pyran-4-carbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-y1}-2-methoxy-nicotinonitrile; 

{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1)-(5-methyl-oxazol-4-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y11-(5-methyl-oxazol-4-y1)-methanone; 

{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrinnidin-4-yloxy]-

pyrrolidin-1-y1)-(5-methyl-isoxazol-4-y1)-methanone; 

{316-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1)-(5-methyl-isoxazol-4-y1)-nnethanone; 

{(S)-316-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1)-(3-methyl-isoxazol-4-y1)-methanone; 

{346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1-y1)-(3-methyl-isoxazol-4-y1)-methanone; 

{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-Pyrido[4,3-d]Pyrimidin-4-yloxy]-

pyrrolidin-1-y1)-(3-methyl-isoxazol-4-y1)-methanone; 

{3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]Pyrimidin-4-yloxy]-

pyrrolidin-1-y1)-(3-methyl-isoxazol-4-y1)-methanone; 

Isoxazol-3-yl-{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-nnethanone; 

Isoxazol-3-yl-{316-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-Pyrido[4,3-d]Pyrimidin-4-

yloxy]-pyrrolidin-1-y1}-methanone; 

Isoxazol-5-yl-{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-yll-methanone; 

Isoxazol-5-yl-{3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-Pyrido[4,3-d]Pyrimidin-4-

yloxyl-pyrrolidin-1-y1}-methanone; 
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2-Methoxy-5-{4-[(S)-1-(thiazole-4-carbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4,3-

d]pyrimidin-6-y1}-nicotinonitrile; 

2-Methoxy-5-{4[1-(thiazole-4-carbonyl)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-pyrido[4, 3-

d]pyrimidin-6-y1}-nicotinonitrile; 

2-Methoxy-5-{4-[(S)-1-(1-methy1-1H-pyrazole-4-carbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-y1}-nicotinonitrile; 

2-Methoxy-5-{441 -(1-methy1-1H-pyrazole-4-carbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-y1}-nicotinonitrile; 

2-Methoxy-5-{4-[(S)-1-(1-methy1-1H-pyrazole-3-carbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-y1}-nicotinonitrile; 

2-Methoxy-5-{441-(1-methy1-1H-pyrazole-3-carbony1)-pyrrolidin-3-yloxy]-7,8-dihydro-5H-

pyrido[4,3-d]pyrimidin-6-y1}-nicotinonitrile; 

(2,2-Dimethyl-tetrahydro-pyran-4y1)-{(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-

tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

(2,2-Dimethyl-tetrahydro-pyran-4y1)-{3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

(1,1-Dioxo-hexahydro-11ambda*6*-thiopyran-4-y1)-{(S)-346-(6-methoxy-5-trifluoromethyl-pyridin- 

3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

(1,1-Dioxo-hexahydro-11ambda*6*-thiopyran-4-y1)-{346-(6-methoxy-5-trifluoromethyl-pyridin-3-

y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-y1}-methanone; 

(S)-(2,4-Dimethyloxazol-5-y1)(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-yl)methanone; 

(2,4-Dimethyloxazol-5-y1)(3-(6-(6-methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrinnidin-4-yloxy)pyrrolidin-1-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(thiazol-5-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(thiazol-5-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(1-methy1-1H-pyrazol-5-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(1-methy1-1H-pyrazol-5-yl)methanone; 

4-((S)-3-(6-(6-Methoxy-5-(trifluoronnethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidine-1-carbonyl)pyrrolidin-2-one; 

4-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidine-1-carbonyl)pyrrolidin-2-one; 
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(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)(pyridin-3-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)(pyridin-3-yl)methanone; 

(S)-(1H-Imidazol-4-y1)(3-(6-(6-methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-y1)methanone; 

(1H-Imidazol-4-y1)(3-(6-(6-methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-

d]pyrimidin-4-yloxy)pyrrolidin-1-y1)methanone; 

5-((S)-3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidine-1-carbonyl)pyrrolidin-2-one; 

5-(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidine-1-carbonyOpyrrolidin-2-one; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(pyridin-4-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(pyridin-4-yl)methanone; 

(S)-(1,3-Dimethy1-1H-pyrazol-4-y1)(3-(6-(6-methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-y1)methanone; 

(1,3-Dimethy1-1H-pyrazol-4-y1)(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-yOmethanone; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(1H-pyrazol-4-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(1H-pyrazol-4-yl)methanone; 

(S)-(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(5-methy1-1,3,4-oxadiazol-2-yl)methanone; 

(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(5-methy1-1,3,4-oxadiazol-2-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(pyrazin-2-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1 -yl)(pyrazin-2-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(1-methy1-1H-imidazol-4-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(1-methy1-1H-innidazol-4-yl)methanone; 
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{(S)-346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidin-1-y1}-(1-methy1-1H-pyrazol-4-y1)-methanone; 

(346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy}-pyrrolidin-1-y1}-(1-methy1-1H-pyrazol-4-y1)-methanone; 

{(S)-346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidin-1-y1}-thiazol-4-yl-methanone; 

{346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxyl-pyrrolidin-1-y1}-thiazol-4-yl-methanone; 

{(S)-346-(5-Chloro-6-methoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-

pyrrolidin-1 -y1}-(tetrahydro-pyran-4-y1)-methanone; 

{3-[6-(5-Chloro-6-methoxy-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxyl-

pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-methanone; 

(S)-(3-(6-(6-Amino-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)(tetrahydro-2H-pyran-4-yl)methanone; 

(3-(6-(6-Amino-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)(tetrahydro-2H-pyran-4-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)azetidin-1-y1)(tetrahydro-2H-pyran-4-yl)methanone; 

{(S)-346-(2-Methoxy-pyrimidin-5-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin- 

1-y1}-(tetrahydro-pyran-4-y1)-methanone; 

(346-(2-Methoxy-pyrimidin-5-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-

y11-(tetrahydro-pyran-4-y1)-methanone; 

[(S)-3-(6-Quinolin-3-y1-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy)-pyrrolidin-1-y1]-

(tetrahydro-pyran-4-yI)-methanone; 

[3-(6-Quinolin-3-y1-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-yloxy)-pyrrolidin-1-y1]-(tetrahydro-

pyran-4-yI)-methanone; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)(tetrahydro-2H-pyran-4-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yl)methanone; 

(S)-1-(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)-3,3-dimethylbutan-1-one; 

1-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)-3,3-dimethylbutan-1-one; 

1-{(S)-3-[6-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidin-1-y1}-propan-1-one; 
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1-{346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxyFpyrrolidin-1-yll-propan-1-one; 

2-Methoxy-5444(S)-1-propionyl-pyrrolidin-3-yloxy)-7,8-dihydro-5H-pyrido[4,3-d]Pyrimidin-611]-

nicotinonitrile; 

2-Methoxy-544-(1-propionyl-pyrrolidin-3-yloxy)-7,8-dihydro-5H-pyrido[4,3-d]pyrimidin-6-y1]-

nicotinonitrile; 

(S)-6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-4-(1-(pyridin-2-yl)pYrrolidin-3-YloxY)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidine; 

6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-4-(1-(pyridin-211)pyrrolidin-3-yloxy)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidine; 

(S)-6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-4-(1-(pyrimidin-2-yl)pYrrolidin-3-yloxy)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidine; 

6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-4-(1-(pyrimidin-2-yl)pyrrolidin-3-yloxy)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidine; 

(S)-1-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yl)propan-1-one; 

1-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yl)propan-1-one; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluormethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yOmethanone; 

(S)-2-Methoxy-5-(4-(1-(tetrahydro-2H-pyran-4-carbonyl)pyrrolidin-3-ylamino)-7,8-

dihydropyrido[4,3-d]pyrirnidin-6(5H)-yOnicotinonitrile; 

2-Methoxy-5-(4-(1-(tetrahydro-2H-pyran-4-carbonyl)pyrrolidin-3-Ylamino)-7,8-dihydropyrido[4,3-

d]pyrimidin-6(5H)-yl)nicotinonitrile; 

(S)-1-(4-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-

d]pyrimidin-4-ylamino)pyrrolidine-1-carbonyl)piperidin-1-yl)ethanone; 

1-(4-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidine-1-carbonyl)piperidin-1-yl)ethanone; 

(2,2-Dimethyltetrahydro-2H-pyran-4-y1)((S)-3-(6-(6-methoxy-5-(trifluoromethYl)Pyridin-3-y1)- 

5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yl)methanone; 

(2,2-Dimethyltetrahydro-2H-pyran-4-y1)(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(oxazol-5-yl)methanone; 
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(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(oxazol-5-yl)methanone; 

((S)-3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)((1s,4R)-4-methoxycyclohexyl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)((1s,4R)-4-methoxycyclohexyl)methanone; 

((S)-3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrirnidin-4-

ylamino)pyrrolidin-1-y1)((1r,4S)-4-methoxycyclohexyl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)((1r,4S)-4-methoxycyclohexyl)methanone; 

((1s,4R)-4-Hydroxycyclohexyl)((S)-3-(6-(6-methoxy-5-(trifluoromethyl)Pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yl)methanone; 

((1s,4R)-4-Hydroxycyclohexyl)(3-(6-(6-methoxy-5-(trifluoromethyl)Pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yl)methanone; 

((1r,4S)-4-Hydroxycyclohexyl)((S)-3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yl)methanone; 

((1r,4S)-4-Hydroxycyclohexyl)(3-(6-(6-methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(1-methy1-1H-imidazol-4-yl)methanone; 

(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(1-methy1-1H-imidazol-4-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(oxazol-5-yl)methanone; 

(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylannino)pyrrolidin-1-y1)(oxazol-5-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(oxazol-4-yl)methanone; 

(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(oxazol-4-yl)methanone; 

(2,2-Dimethyltetrahydro-2H-pyran-4-y1)((S)-3-(6-(6-methoxy-5-methylPyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yl)methanone; 

(2,2-Dimethyltetrahydro-2H-pyran-4-y1)(3-(6-(6-methoxy-5-methylpyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-ylamino)pyrrolidin-1-yl)methanone; 

(S)-1-(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yl)propan-1-one; 
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1-(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yl)propan-1-one; 

(S)-(3-(6-(5-Chloro-6-methoxypyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-y1)(tetrahydro-2H-pyran-4-yl)methanone; 

(3-(6-(5-Chloro-6-methoxypyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yI)(tetrahydro-2H-pyran-4-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-methylpyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yI)(tetrahydro-2H-pyran-4-yl)methanone; 

(3-(6-(6-Methoxy-5-methylpyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

ylamino)pyrrolidin-1-yI)(tetrahydro-2H-pyran-4-yl)methanone; 

(Tetrahydro-pyran-4-y1)-{(S)-3-{6-(5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-

d]pyrimidin-4-ylamino)pyrrolidin-1-yll-methanone; 

(Tetrahydro-pyran-4-y1)-{3-{6-(5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-

d]pyrimidin-4-ylamino)pyrrolidin-1-yll-methanone; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)(4-methylpiperazin-1-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(4-methylpiperazin-1-yl)methanone; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-yI)(morpholino)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(morpholino)methanone; 

(S)-(4-Hydroxypiperidin-1-y1)(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-yl)methanone; 

4-Hydroxypiperidin-1-y1)(3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-yl)methanone; 

(S)-N-(2-Hydroxyethyl)-3-(6-(6-methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-

tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)-N-methylpyrrolidine-1-carboxamide; 

N-(2-Hydroxyethyl)-3-(6-(6-methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-

d]pyrimidin-4-yloxy)-N-methylpyrrolidine-1-carboxamide; 

(S)-1-(4-(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-

d]pyrimidin-4-yloxy)pyrrolidine-1-carbonyl)piperazin-1-ypethanone; 

1-(4-(3-(6-(6-Methoxy-5-(trifluoronnethyl)pyridin-3-yI)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidine-1-carbonyl)piperazin-1-yl)ethanone; 

(S)-2-Methoxy-5-(4-(1-(morpholine-4-carbonyl)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-

d]pyrimidin-6(5H)-yl)nicotinonitrile; 
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2-Methoxy-5-(4-(1-(morpholine-4-carbonyl)pyrrolidin-3-yloxy)-7,8-dihydropyrido[4,3-d]pyrimidin- 

6(5H)-yl)nicotinonitrile; 

(S)-(3-(6-(6-Methoxy-5-(trifluoromethyppyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(oxazol-4-yl)methanone; 

(3-(6-(6-Methoxy-5-(trifluoromethyl)pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-

yloxy)pyrrolidin-1-y1)(oxazol-4-yl)methanone; 

1-(4-{(S)-346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidine-1-carbonylypiperidin-1-y1)-ethanone; 

1-(4-{346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidine-1-carbonylypiperidin-1-y1)-ethanone; 

{(S)-3-[6-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxyFpyrrolidin-1-y1}-(3-methy1-3H-imidazol-4-y1)-methanone; 

{346-(6-Methoxy-5-trifluoronnethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidin-1-y11-(3-methyl-3H-imidazol-4-y1)-methanone; 

{(S)-3-[6-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy}-pyrrolidin-1-y1}-oxazol-5-yl-methanone; 

{346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-d]pyrimidin-4-

yloxy]-pyrrolidin-1-y1}-oxazol-5-yl-methanone; 

{(S)-346-(6-Methoxy-pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-

yI}-(tetrahydro-pyran-4-y1)-methanone; and 

{346-(6-Methoxy-pyridin-3-y1)-5,6,7,8-tetrahydropyrido[4,3-d]pyrimidin-4-yloxy)pyrrolidin-1-y11-

(tetrahydro-pyran-4-yI)-methanone. 

8. A compound which is {(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-yloxyi-pyrrolidin-1-y1}-(tetrahydro-pyran-4-y1)-nnethanone, or a 

pharmaceutically acceptable salt thereof. 

9. A compound which is {(S)-3-[6-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-yloxyi-pyrrolidin-1-y1}-(1-methy1-1H-imidazol-4-y1)-methanone, or a 

pharmaceutically acceptable salt thereof. 

10. A compound which is 1-{(S)-346-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-

tetrahydro-pyrido[4,3-d]pyrimidin-4-ylamino]-pyrrolidin-1-y1}-propan-1-one, or a pharmaceutically 

acceptable salt thereof. 
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11. A compound which is {(S)-3-[6-(6-Methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-ylamino]-pyrrolidin-1-y1)-(tetrahydro-pyran-4-y1)-methanone, or a 

pharmaceutically acceptable salt thereof. 

12. A compound which is 1-{(S)-346-(6-Methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-ylamino]-pyrrolidin-1-y1}-propan-1-one, or a pharmaceutically 

acceptable salt thereof. 

13. A compound of the formula (I) as defined in anyone of claims 1 to 12 in form of a salt 

selected from 

a) citrate, fumarate or napadisylate; or 

b) phosphate, hydrochloride or hippurate. 

14. The citrate salt of {(S)-346-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-pyrido[4,3-

d]pyrimidin-4-yloxy]-pyrrolidin-1-y11-(tetrahydro-pyran-4-y1)-methanone. 

15. The salt according to claim 14 in form of a monohydrate, characterized by an X-Ray powder 

diffraction pattern comprising the following peaks given at degrees 2-Theta +/- 0.2 degrees: 5.7, 

11.5, 12.1, 14.3, 15.4, 17.2, 17.9, 19.3, 20.2, 20.7, 21.9, 23.3, 23.9, 25.5, 27.0, 27.7, 29.8 and 

30.3. 

16. The fumarate salt of {(S)-346-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-y1)-(tetrahydro-pyran-4-y1)-methanone. 

17. The salt according to claim 16 in form of a monohydrate, characterized by an X-Ray powder 

diffraction pattern comprising the following peaks given at degrees 2-Theta +/- 0.2 degrees: 6.0, 

6.5, 9.8, 12.3, 13.1, 15.6, 17.7, 19.1, 19.7, 23.9, 24.7, 24.9, 25.2, 26.4 and 27.0. 

18. The napadisylate salt of {(S)-346-(6-methoxy-5-methyl-pyridin-3-y1)-5,6,7,8-tetrahydro-

pyrido[4,3-d]pyrimidin-4-yloxy]-pyrrolidin-1-y1)-(tetrahydro-pyran-4-y1)-methanone. 

19. The salt according to claim 18 in form of a monohydrate, characterized by an X-Ray powder 

diffraction pattern comprising the following peaks given at degrees 2-Theta +/- 0.2 degrees: 4.3, 

8.5, 9.4, 12.2, 12.9, 13.5, 15.0, 15.6, 16.0, 17.7, 18.9, 19.3, 20.0, 20.8, 21.2, 22.0, 23.0, 24.5 

and 26.5. 
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20. The phosphate salt of 1-{(S)-3-[6-(6-methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-

tetrahydro-pyrido[4,3-d]pyrimidin-4-ylamino]-pyrrolidin-1-y1}-propan-1-one. 

21. The salt according to claim 20 in anhydrous form, characterized by an X-Ray powder 

diffraction pattern comprising the following peaks given at degrees 2-Theta +/- 0.2 degrees: 5.2, 

9.8, 10.3, 11.6, 14.9, 15.5, 15.9, 16.6, 19.5, 20.7, 21.5, 22.1, 23.3, 25.8, 26.4, 27.2 and 28.2.. 

22. The hydrochloride salt of 14(S)-346-(6-methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-

tetrahydro-pyrido[4,3-d]pyrimidin-4-ylamino]-pyrrolidin-1-y1}-propan-1-one.. 

23. The salt according to claim 22 in anhydrous form, characterized by an X-Ray powder 

diffraction pattern comprising the following peaks given at degrees 2-Theta +/- 0.2 degrees: 5.6, 

11.0, 11.3, 11.8, 14.7, 17.1, 18.7, 19.4, 22.0, 22.6, 23.1, 23.7, 24.9 and 25.5. 

24. The hippurate salt of 1-{(S)-3-[6-(6-methoxy-5-trifluoromethyl-pyridin-3-y1)-5,6,7,8-

tetrahydro-pyrido[4,3-d]pyrimidin-4-ylaminol-pyrrolidin-1-y1}-propan-1-one.. 

25. The salt according to claim 24 in anhydrous form, characterized by an X-Ray powder 

diffraction pattern comprising the following peaks given at degrees 2-Theta +/- 0.2 degrees: 5.2, 

7.5, 10.3, 10.9, 11.8, 13.1, 16.1, 16.7, 17.7, 18.4, 21.2, 23.2, 24.2 and 26.2. 

26. A compound of the formula (I) as defined in anyone of claims 1 to 25, for use as 

pharmaceutical. 

27. A combination comprising a therapeutically effective amount of a compound of formula (I) as 

defined in anyone of claims 1 to 258, and one or more therapeutically active agents. 

28. Use of a compound of formula (I) as defined in anyone of claims 1 to 25, for the 

manufacture of a medicament for the treatment of a diseases or disorders which are mediated 

by the activity of the P13K enzymes, preferably by the activity of the Pl3Ko isoform. 

29. Use according to claim 28, wherein the disorder or a disease is selected from rheumatoid 

arthritis (RA), pemphigus vulgaris (PV), idiopathic thrombocytopenia purpura (ITP), thrombotic 

thrombocytopenic purpura (TTP), autoimmune hemolytic anemia (AIHA), acquired hemophilia 

type A (AHA), systemic lupus erythematosus (SLE), multiple sclerosis (MS), myasthenia gravis 

(MG), SjOgren's syndrome (SS), ANCA-associated vasculitides, cryoglobulinemia, chronic 
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autoimmune urticaria (CAU), allergy (atopic dermatitis, contact dermatitis, allergic rhinitis) , 

goodpasture's syndrome, transplant rejection and cancers of haematopoietic origin. 

30. A pharmaceutical composition comprising a therapeutically effective amount of a compound 

of formula (I) as defined in anyone of claims 1 to 25, and one or more pharmaceutically 

acceptable carriers. 

31. Use of a compound of formula (I) as defined in anyone of claims 1 to 25, for the treatment of 

a disorder or a disease in a subject mediated by the activity of the P13K enzymes, preferably by 

the activity of the PI3K6 isoform. 

32. Use of a compound of formula (I) as defined in anyone of claims 1 to 25, for the treatment of 

a disorder or disease selected from rheumatoid arthritis (RA), pemphigus vulgaris (PV), 

idiopathic thrombocytopenia purpura (ITP), thrombotic thrombocytopenic purpura (TTP), 

autoimmune hemolytic anemia (AIHA), acquired hemophilia type A (AHA), systemic lupus 

erythematosus (SLE), multiple sclerosis (MS), myasthenia gravis (MG), SjOgren's syndrome 

(SS), ANCA-associated vasculitides, cryoglobulinemia, chronic autoimmune urticaria (CAU), 

allergy (atopic dermatitis, contact dermatitis, allergic rhinitis) , goodpasture's syndrome, 

transplant rejection and cancers of haematopoietic origin. 

33. A process or method for the manufacture of a compound of the formula (I) according to 

claim 1, 

comprising the steps of method A: 

b) deprotecting the compound of formula (E), 

( 	
—R1  

Y 

,-.2 
Pu 	 -•-., 

IT 
.,„ ' 

--N 

N 

(E) 

wherein PG2  represents a suitable protectiong group and R1, Y and m are as defined for a 

compound of formula (I) 
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c) followed by reaction with 

R2-Hal, 

wherein R2  is as defined for a compound of formula (I) and Hal represents halogen, under 

customary Buchwald-Hartwig conditions using a ligand with a palladium catalyst, in the 

presence of a base, in an organic solvent; 

wherein compound of formula (E) is prepared comprising the step of 

d) deprotecting PG1  from the compound of formula (C), 

( 
N—PG1  

Y 
2 PG-., 	...,,,,,,., 

N 1 	-- N 
1 

N 

(C) 

wherein PG1  represents a suitable protecting group, and the other substituents are as defined 

above, 

e) followed by coupling reaction with 

R1-Act, 

wherein when R1  is -C(0)-R4, wherein R4  is as defined for a compound of formula (I), and Act 

represents an activating group or a hydroxy group, the coupling reaction is an amide, urea or 

carbamic ester formation, or; 

wherein when R1  is selected from phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1,2,3- 

triazinyl, 1,2,4-triazinyl or 1,3,5-triazinyl and Act represents halogen, the coupling reaction is 

carried out in the presence of an amine base or alternatively, the reaction is carried out under 

customary Buchwald-Hartwig conditions using a ligand with a palladium catalyst in the presence 

of a base; 

wherein the compound of formula (C) is prepared comprising the step of 

a) coupling a compound of formula (A), 

X 

PG2  
N 	'• N 

N 

(A) 
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wherein X represents halogen and PG2  is as defined above; with a compound of formula 

(B), 

—PG1  
HY 

(B) 

wherein the substituents are as defined above, 

wherein when YH is OH and X represents halogen, the reaction takes place in the 

presence of a suitable base, or 

wherein when YH is NR3H and and X represents halogen: The reaction takes place in the 

presence of a suitable base, or 

wherein when YH is NR3H and and X represents hydroxy: A base promoted phosphonium 

coupling reaction is employed; 

or, alternatively comprising the steps of a), d) and e) of method A as defined above, starting from 

a compound of formula (A) wherein PG2  represents R2; 

or, alternatively comprising the steps of method B: 

d) deprotecting the compound of formula (D), 

—PG1  

Y 

R-, 
N 	i 	N 

I ',_/.., N ,J  

(D) 

wherein PG1  represents a suitable protecting group, and the other substituents are as defined 

above 

e) followed by coupling reaction with 

R1-Act, 

wherein when R1  is -C(0)-R4, wherein R4  is as defined for a compound of formula (I), and Act 

represents an activating group or a hydroxy group, the coupling reaction is an amide, urea or 

carbamic ester formation, or; 

wherein when R1  is selected from phenyl, pyridyl, pyrimidinyl, pyrazinyl, pyridazinyl, 1,2,3-

triazinyl, 1,2,4-triazinyl or 1,3,5-triazinyl and Act represents halogen, the coupling reaction is 
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carried out in the presence of an amine base or alternatively, the reaction is carried out under 

customary Buchwald-Hartwig conditions using a ligand with a palladium catalyst in the presence 

of a base; 

wherein compound of formula (D) is prepared comprising the step of 

b) deprotecting PG' from the compound of formula (C), 

( 
N—PG1  

Y 
2 PG-, 	,.,,,,..,. 

N N 
 

--,./- N--.)  

(C) 

wherein PG' represents a suitable protecting group, and the other substituents are as 

defined above, 

c) followed by coupling reaction with 

R2-Hal, 

wherein R2  is as defined for a compound of formula (I) and Hal represents halogen, under 

customary Buchwald-Hartwig conditions using a ligand with a palladium catalyst, in the 

presence of a base, in an organic solvent; 

wherein the compound of formula (C) is prepared as described above; 

or, alternatively comprising the steps a), b) and c) of method B as defined above, starting from a 

compound of formula (B) wherein PG' represents R1, 

and, if desired, transforming a compound of formula (I) into a different compound of formula (I), 

transforming a salt of an obtainable compound of formula (I) into the free compound or a 

different salt, transforming an obtainable free compound of formula (I) into a salt thereof, and/or 

separating an obtainable mixture of isomers of a compound of formula I into individual isomers. 


