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[0013] Therefore, the present invention provides novel compounds, processes for their preparation and 

their use in the preparation of a medicament for the treatment of inflammatory conditions (for example 

inflammatory bowel diseases (IBD), rheumatoid arthritis, vasculitis, lung diseases (e.g. chronic obstructive 

pulmonary disease (COPD) and lung interstitial diseases (e.g. idiopathic pulmonary fibrosis (IPF))), 

neuroinflammatory conditions, infectious diseases, autoimmune diseases, endocrine and/or metabolic 5 

diseases, and/or diseases involving impairment of immune cell functions. 

 

SUMMARY OF THE INVENTION 

 

[0014] The present disclosure relates to novel dihydropyrimidinoisoquinolinone compounds that 10 

antagonize GPR84, and that are potentially useful for the treatment of inflammatory conditions (for example 

inflammatory bowel diseases (IBD), rheumatoid arthritis, vasculitis, lung diseases (e.g. chronic obstructive 

pulmonary disease (COPD) and lung interstitial diseases (e.g. idiopathic pulmonary fibrosis (IPF))), 

neuroinflammatory conditions, infectious diseases, autoimmune diseases, endocrine and/or metabolic 

diseases, and/or diseases involving impairment of immune cell functions. 15 

[0015] The present disclosure also provides methods for the production of these compounds, 

pharmaceutical compositions comprising these compounds and methods for treating inflammatory conditions 

(for example inflammatory bowel diseases (IBD), rheumatoid arthritis, vasculitis, lung diseases (e.g. chronic 

obstructive pulmonary disease (COPD) and lung interstitial diseases (e.g. idiopathic pulmonary fibrosis 

(IPF))), neuroinflammatory conditions, infectious diseases, autoimmune diseases, endocrine and/or metabolic 20 

diseases, and/or diseases involving impairment of immune cell functions. 

[0016] Accordingly, in one example, a compound of the invention is disclosed having a Formula Ia: 

N

NO

O

L1

G

R1

Ia

O

O

 

 wherein 

R
1
 is H, Me, or halo; 25 

L1 is absent or is -O-, -S-, or -NR
4a

-;  
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o 5-10 membered heteroaryl comprising one to three heteroatoms independently selected 

from N, S, and O, optionally substituted with one or more independently selected R
7
 

groups, 

- 5-10 membered heteroaryl comprising one to three heteroatoms independently selected from N, 

S, and O, optionally substituted with one or more independently selected R
7
 groups, or  5 

- C6-10 aryl optionally substituted with one or more independently selected R
7
 groups; 

Each R
4a

 and R
4b

 is independently selected from H, C1-4 alkyl, and C3-7 cycloalkyl; 

R
5
 is oxo or R

6
; 

R
6
 is 

- OH,  10 

- halo,  

- -NO2,  

- C1-6 alkyl optionally substituted with one to three groups independently selected from halo, and 

OH, 

- C1-6 alkoxy optionally substituted with one to three groups independently selected from halo, and 15 

OH, 

- C3-7 cycloalkyl, 

- -C(=O)OR
8
, 

- -C(=O)NR
9
R

10
, 

- -NHC(=O)-C1-4 alkyl, 20 

- -CN, 

- phenyl, 

- -O-phenyl, 

- 4-7 membered heterocycloalkyl comprising one to three heteroatoms independently selected 

from N, O, and S, or 25 

- 5-6 membered heteroaryl comprising one to three heteroatoms independently selected from N, O, 

and S; optionally substituted with one or more indepentently selected C1-4 alkyl, C1-4 alkoxy, CN, 

halo, and -C(=O)OR
11

; 

R
7
 is C1-4 alkyl, or halo, and 

each of R
8
, R

9
, R

10
 and R

11
 is independently selected from H and C1-4 alkyl. 30 

[0017] In a further example, there are provided pharmaceutical compositions comprising a compound as 

disclosed herein, and a pharmaceutical carrier, excipient or diluent.  Moreover, a compound useful in the 

pharmaceutical compositions and treatment methods disclosed herein, is pharmaceutically acceptable as 

prepared and used.  In this example, the pharmaceutical  
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composition may additionally comprise further active ingredients suitable for use in combination with a 

compound of the invention. 

[0018] In another aspect of the invention, this invention provides novel compounds of the 

invention for use in therapy. 

[0018A] In a further aspect, there is provided use of a prophylactically or therapeutically effective amount 5 

of a compound as disclosed herein, or a composition as disclosed herein in the manufacture of a medicament 

for the treatment or prophylaxis ofrheumatoid arthritis, vasculitis, chronic obstructive pulmonary disease, 

asthma, idiopathic pulmonary fibrosis, psoriasis, Crohn’s disease, ulcerative colitis, Guillain-Barré syndrome, 

multiple sclerosis, axonal degeneration, autoimmune encephalomyelitis, sepsis, septicemia, endotoxemia, 

systemic inflammatory response syndrome, gastritis, enteritis, enterocolitis, tuberculosis, infections involving 10 

Yersinia, Salmonella, Chlamydia, Shigella, or enterobacteria species, psoriasis, bronchitis, systemic lupus 

erythematosus, type I diabetes mellitus, atopic dermatitis, contact dermatitis, vasculitis, atherosclerosis, 

amyotrophic lateral sclerosis, cystic fibrosis, phenylketonuria, hyperlipidemia, gout, and/or rickets. 

[0019] In one example, this disclosure provides a method of treating a mammal susceptible to or afflicted 

with a condition from among those listed herein, and particularly, such condition as may be associated with 15 

aberrant activity of GPR84 and/or aberrant GPR84 expression and/or aberrant GPR84 distribution, for 

example inflammatory conditions (for example inflammatory bowel diseases (IBD), rheumatoid arthritis, 

vasculitis, lung diseases (e.g. chronic obstructive pulmonary disease (COPD) and lung interstitial diseases 

(e.g. idiopathic pulmonary fibrosis (IPF))), neuroinflammatory conditions, infectious diseases, autoimmune 

diseases, endocrine and/or metabolic diseases, and/or diseases involving impairment of immune cell 20 

functions, which method comprises administering a therapeutically effective amount of a compound of the 

invention, or one or more of the pharmaceutical compositions herein described. 

[0020] In a further example, the present disclosure provides a compound of the invention for use in the 

treatment or prevention of a condition selected from those listed herein, particularly such conditions as may 

be associated with aberrant activity of GPR84 and/or aberrant GPR84 expression and/or aberrant GPR84 25 

distribution expression such as inflammatory conditions (for example inflammatory bowel diseases (IBD), 

rheumatoid arthritis, vasculitis, lung diseases (e.g. chronic obstructive pulmonary disease (COPD) and lung 

interstitial diseases (e.g. idiopathic pulmonary fibrosis (IPF))), neuroinflammatory conditions, infectious 

diseases, autoimmune diseases, endocrine and/or metabolic diseases, and/or diseases involving impairment of 

immune cell functions. 30 

[0021] In additional examples, this disclosure provides methods for synthesizing a compound of the 

invention, with representative synthetic protocols and pathways disclosed herein.  
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[0022] Accordingly, it is a principal object of this disclosure to provide a compound as disclosed herein, 

which can modify the activity of GPR84 and thus prevent or treat any conditions that may be causally related 

thereto.  

[0023] It is further an object of this disclosure to provide a compound as disclosed herein that can treat or 

alleviate conditions or diseases or symptoms of same, such as inflammatory conditions (for example 5 

inflammatory bowel diseases (IBD), rheumatoid arthritis, vasculitis, lung diseases (e.g. chronic obstructive 

pulmonary disease (COPD) and lung interstitial diseases (e.g. idiopathic pulmonary fibrosis (IPF))), 

neuroinflammatory conditions, infectious diseases, autoimmune diseases, endocrine and/or 

 metabolic diseases, and/or diseases involving impairment of immune cell functions, that may be causally 

related to the activity and / or expression and/or distribution of GPR84.   10 

[0024] A still further object of this disclosure is to provide pharmaceutical compositions that may be used 

in the treatment or prevention of a variety of disease states, including the diseases associated with aberrant  
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WHAT IS CLAIMED: 

1. A compound according to Formula Ia: 

N

NO

O

L1

G

R1

Ia

O

O

 

 wherein 

R
1
 is H, Me, or halo; 

L1 is absent or is –O-, -S-, or -NR
4a

-; 

G is  

 R
2
, 

 -W-L2-R
2
, or  

 -W-L3-R
3
; 

W is C1-4 alkylene, C2-4 alkenylene having one double bond, or C2-4 alkynylene having one triple 

bond; 

L2 is absent or is –O-; 

R
2
 is  

- H,  

- C1-8 alkyl, optionally substituted with one to three groups independently selected from 

o OH,  

o halo,  

o CN, 

o C1-6 alkoxy,  

o C3-7 cycloalkyl,  

o 4-6 membered heterocycloalkyl comprising one to three heteroatoms independently 

selected from S, and O,  

o 5-6 membered heteroaryl comprising one to three heteroatoms independently selected 

from N, S, and O, and 

o phenyl, 
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- C4-7 cycloalkenyl comprising one double bond, 

- 5-7 membered heterocycloalkenyl comprising one double bond, and one to three heteroatoms 

independently selected from N, O, and S, 

- C3-7 cycloalkyl optionally substituted with one or more independently selected R
5
 groups, 

- 4-10 membered heterocycloalkyl comprising one to two heteroatoms independently selected 

from S, and O, optionally substituted with one to three independently selected R
5
 groups, 

- 5-10 membered heteroaryl comprising one to three heteroatoms independently selected from 

N, S, and O optionally substituted with one to three independently selected R
6
 groups, or  

- C6-10 aryl optionally substituted with one or more independently selected R
6
 groups; 

L3 is -NR
4b

-; 

R
3
 is 

- C1-4 alkyl substituted with  

o C6-10 aryl optionally substituted with one or more independently selected R
7
 groups, 

or  

o 5-10 membered heteroaryl comprising one to three heteroatoms independently 

selected from N, S, and O, optionally substituted with one or more R independently 

selected R
7
 groups, 

- 5-10 membered heteroaryl comprising one to three heteroatoms independently selected from 

N, S, and O, optionally substituted with one or more independently selected R
7
 group, or  

- C6-10 aryl optionally substituted with one or more independently selected R
7
 groups; 

Each R
4a

 and R
4b

 is independently selected from H, C1-4 alkyl, and C3-7 cycloalkyl; 

R
5
 is oxo or R

6
; 

R
6
 is 

- OH,  

- halo,  

- -NO2,  

- C1-6 alkyl optionally substituted with one to three groups independently selected from halo, 

and OH, 

- C1-6 alkoxy optionally substituted with one to three groups independently selected from halo, 

and OH, 

- C3-7 cycloalkyl, 

- -C(=O)OR
8
, 

- -C(=O)NR
9
R

10
, 
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- -NHC(=O)-C1-4 alkyl, 

- -CN, 

- phenyl, 

- -O-phenyl, 

- 4-7 membered heterocycloalkyl comprising one to three heteroatoms independently selected 

from N, O, and S, or 

- 5-6 membered heteroaryl comprising one to three heteroatoms independently selected from 

N, O, and S, optionally substituted with one or more independently selected C1-4 alkyl, C1-4 

alkoxy, CN, halo, and -C(=O)OR
11

; 

R
7
 is C1-4 alkyl, or halo; and 

each of R
8
, R

9
, R

10
 and R

11
 is independently selected from H and C1-4 alkyl, 

or a pharmaceutically acceptable salt, or a solvate, or a solvate of the pharmaceutically acceptable 

salt thereof. 

2. A compound or pharmaceutically acceptable salt thereof, according to claim 1, wherein R
1
 is H. 

3. A compound or pharmaceutically acceptable salt thereof, according to claim 1, wherein the 

compound is according to Formula IIa or IIIa: 

N

NO

O

L1

IIa

O

O

R2

N

NO

O

L1

IIIa

O

O

W
L2

R2

or

 

wherein L1, W, L2, and R
2
 are as described in claim 1. 

4. A compound or pharmaceutically acceptable salt thereof, according to claim 3, wherein the 

compound is according to Formula IIa, and L1 is absent. 

5. A compound or pharmaceutically acceptable salt thereof, according to claim 3, wherein the 

compound is according to Formula IIIa, and L1 is absent or is -O-; W is C1-4 alkylene, or C2-4 alkenylene 

having one double bond. 
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6. A compound or pharmaceutically acceptable salt thereof, according to claim 3, wherein the 

compound is according to Formula IIIa, and L1 is absent; W is C2-4 alkynylene having one triple bond; 

and L2, and R
2
 are as described in claim 1. 

7. A compound or pharmaceutically acceptable salt thereof, according to claim 5 or 6, wherein L2 is 

absent. 

8. A compound or pharmaceutically acceptable salt thereof, according to claim 3, wherein the 

compound is according to Formula IIIa,      wherein L1 and L2 are absent, W is –CH2-CH2-, -CH=CH-, or 

-C≡C-, and R
2
 is as described in claim 1. 

9. A compound or pharmaceutically acceptable salt thereof, according to any one of claims 3-8, 

wherein R
2
 is 5-10 membered heteroaryl comprising one to three heteroatoms independently selected 

from N, S, and O, optionally substituted with one to three independently selected R
6
 groups. 

10. A compound or pharmaceutically acceptable salt thereof, according to claim 9, wherein R
6
 is 

selected from OH, halo, C1-6 alkyl, C1-6 alkyl substituted with one or more halo, C1-6 alkoxy, -CN, C3-7 

cycloalkyl , 4-7 membered heterocycloalkyl comprising one to three heteroatoms independently selected 

from N, O, and S, and phenyl. 

11. A compound or pharmaceutically acceptable salt thereof, according to any one of claims 3-8 

wherein R
2
 is C1-8 alkyl optionally substituted with one to three groups independently selected from OH, 

halo, CN, C1-6 alkoxy, C3-7 cycloalkyl, 4-6 membered heterocycloalkyl comprising one to three 

heteroatoms independently selected from S, and O, 5-6 membered heteroaryl comprising one to three 

heteroatoms independently selected from N, S, and O, and phenyl. 

12. A compound or pharmaceutically acceptable salt thereof, according to any one of claims 3-8, 

wherein R
2
 is C3-7 cycloalkyl. 

13. A compound or pharmaceutically acceptable salt thereof, according to claim 1, wherein the 

compound is selected from: 

9-Allyloxy-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one,  

2-([1,4]Dioxan-2-ylmethoxy)-9-pyridin-3-yl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-pyridin-4-yl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-benzonitrile, 
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3-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-benzonitrile, 

4-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-benzonitrile, 

[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yloxy]-acetonitrile, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(oxazol-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(pyridin-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(3,5-Dichloro-phenyl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-Benzofuran-2-yl-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-indole-1-

carboxylic acid tert-butyl ester, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(1H-indol-2-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(6-methoxy-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(6-trifluoromethyl-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-methyl-3H-imidazol-4-ylethynyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-(5-tert-Butyl-[1,2,4]oxadiazol-3-ylmethoxy)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

5-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-pyridine-2-

carboxylic acid methylamide, 

2-([1,4]Dioxan-2-ylmethoxy)-9-pent-1-ynyl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(2-pyridin-2-yl-ethyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(2-pyrazin-2-yl-ethyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(1H-indol-5-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(2-methoxy-phenyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 
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2-([1,4]Dioxan-2-ylmethoxy)-9-(5-methoxy-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(1H-indazol-5-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(4-methoxy-phenyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

3-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-benzamide, 

5-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-2-fluoro-

benzamide, 

N-{3-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-phenyl}-

acetamide, 

9-Cyclopropylethynyl-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(1-hydroxy-cyclopentylethynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-pyrimidin-5-yl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-Cyclohex-1-enyl-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(1-methyl-1H-indol-5-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(6-methyl-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-pyridin-2-ylethynyl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-methoxy-prop-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

5-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-pent-4-

ynenitrile, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-prop-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(4-methoxy-phenylethynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-pyridin-3-ylethynyl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 
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4-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-N-methyl-

benzamide, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-methoxy-phenyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(2-Chloro-phenyl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(4-hydroxy-but-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(1,5-Dimethyl-1H-pyrazol-3-ylmethoxy)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(1-methyl-1H-pyrazol-3-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-methyl-[1,2,4]oxadiazol-5-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(4-morpholin-4-yl-phenyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

3-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-4-fluoro-

benzamide, 

3-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-5-fluoro-

benzamide, 

9-(3,3-Dimethyl-but-1-ynyl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-pyridin-4-ylethynyl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-methyl-isoxazol-5-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-3-methyl-but-1-ynyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(2-methoxy-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 
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9-(3,6-Dihydro-2H-pyran-4-yl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

5-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-pyridine-2-

carbonitrile, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(6-isopropoxy-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(6-ethoxy-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(6-morpholin-4-yl-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

9-(2,3-Dimethoxy-phenyl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(3-Chloro-2-methoxy-pyridin-4-yl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(2-methyl-pyridin-4-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

3-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-

isonicotinonitrile, 

9-(2,5-Dimethoxy-phenyl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3,4,5,6-tetrahydro-2H-[1,2']bipyridinyl-5'-yl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(2-ethoxy-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(2,6-Dimethoxy-pyridin-3-yl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

4-[2-([1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-nicotinonitrile, 

9-tert-Butoxymethyl-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(2-pyrrolidin-1-yl-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(6-pyrrolidin-1-yl-pyridin-3-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(5-phenyl-oxazol-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

9-(5-tert-Butyl-oxazol-2-ylmethoxy)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 
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9-(5-Cyclopropyl-[1,2,4]oxadiazol-3-ylmethoxy)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(5-ethyl-[1,2,4]oxadiazol-3-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(5-methyl-[1,2,4]oxadiazol-3-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(5-isopropyl-[1,2,4]oxadiazol-3-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-Cyclopentylethynyl-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-Cyclohexylethynyl-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-methyl-but-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-hex-1-ynyl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-[3-(Benzyl-methyl-amino)-prop-1-ynyl]-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-5-methyl-hex-1-ynyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-but-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-Cyclopropyl-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-pent-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-4-methyl-pent-1-ynyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-ethyl-3-hydroxy-pent-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-3-phenyl-but-1-ynyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-(3-Benzylamino-prop-1-ynyl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-[(furan-2-ylmethyl)-amino]-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(1-ethyl-1H-pyrazol-4-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 
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2-([1,4]Dioxan-2-ylmethoxy)-9-[1-(3-methyl-butyl)-1H-pyrazol-4-yl]-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(5-methyl-furan-2-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-hex-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(3,5-Dimethyl-1H-pyrazol-4-yl)-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(1H-pyrazol-4-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(1-propyl-1H-pyrazol-4-yl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-[2-((R)-1-[1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-

benzonitrile, 

2-[2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-4-oxo-6,7-dihydro-4H-pyrimido[6,1-a]isoquinolin-9-yl]-

benzonitrile, 

9-(5-Cyclopropyl-[1,2,4]oxadiazol-3-ylmethoxy)-2-((R)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-

pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-ethynyl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-pyrimidin-2-ylethynyl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-phenylamino-prop-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-3-pyridin-3-yl-prop-1-ynyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-Cyclopentyloxymethyl-2-([1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-methoxy-4-methyl-pent-1-ynyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-Cyclopropylethynyl-2-((R)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-methyl-but-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-imidazol-1-yl-prop-1-ynyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

9-(2-Cyclopropyl-ethyl)-2-((R)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 
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9-Cyclopentyloxymethyl-2-((R)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-3-pyridin-3-yl-propyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-Allyloxy-2-((R)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-Allyloxy-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-((R)-1-[1,4]Dioxan-2-ylmethoxy)-9-(tetrahydro-pyran-4-yloxymethyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-{3-[(pyridin-3-ylmethyl)-amino]-prop-1-ynyl}-6,7-dihydro-

pyrimido[6,1-a]isoquinolin-4-one, 

2-((R)-1-[1,4]Dioxan-2-ylmethoxy)-9-pentyl-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-Cyclopropylethynyl-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(2-Cyclopropyl-ethyl)-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(oxetan-3-yloxymethyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-methyl-oxetan-3-ylmethoxymethyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-(2,2-Dimethyl-butylamino)-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-4-methyl-pentyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(2-ethyl-hexylamino)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(2-methoxy-ethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(2-ethoxy-ethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-Cyclopropylmethoxy-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(2-fluoro-ethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-[3-(2-methoxy-ethoxy)-prop-1-ynyl]-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 
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2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-[3-(2-ethoxy-ethoxy)-prop-1-ynyl]-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-[3-(2-fluoro-ethoxy)-prop-1-ynyl]-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-(2,2-Dimethyl-propoxymethyl)-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-Cyclohexyloxymethyl-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

9-Cyclopropylmethoxymethyl-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(tetrahydro-pyran-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-butyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(4,4-Dimethyl-pentyloxy)-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-methoxy-4-methyl-pentyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-(3-Cyclopropyl-propoxy)-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

9-Cyclohexylamino-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-4,4-dimethyl-pentyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

9-Cyclopentylmethoxymethyl-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-methoxy-butyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-phenylamino-propyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(4-hydroxy-pentyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(4-hydroxy-butyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(Cyclohexyl-methyl-amino)-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 
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9-(Cyclohexylmethyl-amino)-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-[(tetrahydro-pyran-4-ylmethyl)-amino]-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-ethyl-3-hydroxy-pentyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-3-methyl-butyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-hydroxy-pentyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

9-(2,2-Dimethyl-propoxy)-2-((S)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(tetrahydro-pyran-4-ylmethoxy)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(4-hydroxy-4-methyl-pentyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(tetrahydro-pyran-4-ylmethoxymethyl)-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one, 

2-([1,4]Dioxan-2-ylmethoxy)-9-methoxy-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(oxetan-3-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, 

9-(3-Cyclopropyl-propoxy)-2-((R)-1-[1,4]dioxan-2-ylmethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-

4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-methoxy-propyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one, 

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-[2-(1-hydroxy-cyclopentyl)-ethyl]-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one,  

2-((R)-1-[1,4]Dioxan-2-ylmethoxy)-9-(4-hydroxy-tetrahydro-pyran-4-ylethynyl)-6,7-dihydro-

pyrimido[6,1-a]isoquinolin-4-one,  

2-((R)-1-[1,4]Dioxan-2-ylmethoxy)-9-(3-methoxy-propyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one,  
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2-((R)-1-[1,4]Dioxan-2-ylmethoxy)-9-[2-(1-hydroxy-cyclopentyl)-ethyl]-6,7-dihydro-pyrimido[6,1-

a]isoquinolin-4-one,  

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(2-propoxy-ethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one,  

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(2-isopropoxy-ethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one,  

2-((R)-1-[1,4]Dioxan-2-ylmethoxy)-9-(2-propoxy-ethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one,  

2-((R)-1-[1,4]Dioxan-2-ylmethoxy)-9-(2-isopropoxy-ethoxy)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-

one, and  

2-((S)-1-[1,4]Dioxan-2-ylmethoxy)-9-(4-methoxy-butyl)-6,7-dihydro-pyrimido[6,1-a]isoquinolin-4-one. 

14. A pharmaceutical composition comprising a compound or pharmaceutically acceptable salt 

thereof, according to any of claims 1-13, and a pharmaceutically acceptable carrier. 

15. The pharmaceutical composition according to claim 14 comprising a further therapeutic agent. 

16. A compound, or pharmaceutically acceptable salt thereof, according to any one of claims 1-13, or 

the pharmaceutical composition according to claim 14 or 15, for use as a medicament. 

17. Use of a compound, or pharmaceutically acceptable salt thereof, according to any one of claims 

1-13, or a composition of claim 14 or 15 in the manufacture of a medicament for the treatment or 

prophylaxis of rheumatoid arthritis, vasculitis, chronic obstructive pulmonary disease, asthma, idiopathic 

pulmonary fibrosis, psoriasis, Crohn’s disease, ulcerative colitis, Guillain-Barré syndrome, multiple 

sclerosis, axonal degeneration, autoimmune encephalomyelitis, sepsis, septicemia, endotoxemia, systemic 

inflammatory response syndrome, gastritis, enteritis, enterocolitis, tuberculosis, infections involving 

Yersinia, Salmonella, Chlamydia, Shigella, or enterobacteria species, psoriasis, bronchitis, systemic lupus 

erythematosus, type I diabetes mellitus, atopic dermatitis, contact dermatitis, vasculitis, atherosclerosis, 

amyotrophic lateral sclerosis, cystic fibrosis, phenylketonuria, hyperlipidemia, gout, and/or rickets. 

 


