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Fujisawa et al., J Allergy Clin Immunol, 134(3):622-33.e9 (2014)). Mrg receptors are not 

well-conserved across species, with human and mouse sharing only 45-65% amino acid 

sequence homology. The mouse ortholog of the human MRGX2 receptor has been reported 

to be Mrgprb2 (B.D. McNeil et al., Nature, 519(7542):237-41 (2015)). 

[0004] MRGX2 is potentially involved in host defense, drug-induced anaphylactoid 

reactions, neurogenic inflammation, pain, itch, and chronic inflammatory diseases (H. 

Subramanian et al., J Allergy Clin Immunol, 138(3):700-10 (2016)). MRGX2 and its ligands 

have been implicated in human disease states where mast cells are involved, including atopic 

dermatitis, chronic urticaria, and asthma (H. Subramanian et al., J Allergy Clin Immunol, 

138(3):700-10 (2016); D. Fujisawa et al., J Allergy Clin Immunol, 134(3):622-33.e9 (2014)). 

Selective inhibition of MRGX2, resulting in reduced activation and prevention of subsequent 

degranulation of mast cells, is a therapeutic strategy for disorders driven by mast cell 

pathophysiology. 

SUMMARY 

[0004a]   In one aspect, the present disclosure refers to a compound of Formula 1, 

, 

or a tautomer thereof, or a pharmaceutically acceptable salt of the compound of Formula 1 or 

tautomer thereof, wherein: 

L is selected from a bond and C1-4 alkanediyl; 

(a) R1 is C1-4 alkyl which is substituted with from 0 to 3 optional substituents 

independently selected from halo, hydroxy, cyano, C1-4 alkoxy, amino and 

aminocarbonyl, wherein each of the C1-4 alkoxy optional substituents is 

independently substituted with from 0 to 3 substituents independently selected 

from halo, and wherein each of the amino and aminocarbonyl optional 

substituents is independently substituted with from 0 to 2 substituents 

independently selected from C1-4 alkyl; and 

R2 is a cyclic group selected from C3-8 cycloalkyl, C2-9 heterocyclyl, C6-14 aryl 

and C1-9 heteroaryl, wherein the cyclic group is substituted with from 0 to 3 
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optional substituents independently selected from halo, hydroxy, cyano, C1-4 

alkyl, C1-4 alkoxy, amino, C3-8 cycloalkyl and C3-5 heterocyclyl, provided the 

cyclic group has no more than one optional substituent which is selected from 

C3-8 cycloalkyl and C3-5 heterocyclyl, and wherein each of the C1-4 alkyl, C1-4 

alkoxy, C3-8 cycloalkyl and C3-5 heterocyclyl optional substituents is 

independently substituted with from 0 to 3 substituents independently selected 

from halo, and wherein the amino optional substituent is independently 

substituted with from 0 to 2 substituents independently selected from C1-4 alkyl; 

or 

(b) R1 is a cyclic group selected from C3-8 cycloalkyl, C2-9 heterocyclyl, C6-14 aryl and 

C1-9 heteroaryl, wherein the cyclic group is substituted with from 0 to 3 

optional 
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 substituents independently selected from halo, hydroxy, cyano, C1-4 alkyl, C1-4 

alkoxy, amino and aminocarbonyl, wherein each of the C1-4 alkyl and C1-4 

alkoxy optional substituents is independently substituted with from 0 to 3 

substituents independently selected from halo, and wherein each of the amino 

and aminocarbonyl optional substituents is independently substituted with 

from 0 to 2 substituents independently selected from C1-4 alkyl; and 

R2 is selected from 

(1) C1-4 alkyl which is substituted with from 0 to 3 optional substituents independently 

selected from halo, hydroxy, cyano, C1-4 alkoxy and amino; and 

(2) a cyclic group selected from C3-8 cycloalkyl, C2-9 heterocyclyl, C6-14 aryl and C1-9 

heteroaryl, wherein the cyclic group is substituted with from 0 to 3 optional 

substituents independently selected from halo, hydroxy, cyano, C1-4 alkyl, C1-4 

alkoxy, amino, C3-8 cycloalkyl and C3-5 heterocyclyl, provided the cyclic 

group has no more than one optional substituent which is selected from 

C3-8 cycloalkyl and C3-5 heterocyclyl, and wherein each of the C1-4 alkyl, C1-4 

alkoxy, C3-8 cycloalkyl and C3-5 heterocyclyl optional substituents is 

independently substituted with from 0 to 3 substituents independently selected 

from halo, and wherein the amino optional substituent is independently 

substituted with from 0 to 2 substituents independently selected from C1-4 

alkyl; 

R3, R4, and R5 are each independently selected from hydrogen, halo, cyano, and C1-3 alkyl; 

wherein each of the aforementioned heterocyclyl and heteroaryl moieties independently has 1 

to 4 heteroatoms as ring members, each independently selected from N, O, and S. 

[0004b]   In another aspect, the present disclosure refers to a pharmaceutical composition 

comprising: 

a compound, tautomer or pharmaceutically acceptable salt disclosed herein; and 

a pharmaceutically acceptable excipient. 

[0004c]   In yet another aspect, the present disclosure refers to a compound, tautomer or 

pharmaceutically acceptable salt disclosed herein for use as a medicament. 

[0004d]   In a further aspect, the present disclosure refers to a compound, tautomer or 

pharmaceutically acceptable salt disclosed herein for use in treating a disease, disorder or 

condition selected from systemic lupus erythematosus (SLE), psoriasis, psoriatic arthritis, 

rosacea, chronic urticaria, atopic dermatitis, rheumatoid arthritis, bronchial asthma, irritable 



2c 

bowel syndrome (IBS), systemic mastocytosis, cutaneous mastocytosis, mastocytic 

enterocolitis, mast cell activation syndrome (MCAS), interstitial cystitis, food allergy, 

pruiritis, allergic rhinitis, microbial infection, eosinophilic esophagitis (EOE) and chronic 

pain. 

[0004e]    In yet another aspect, the present disclosure refers to a use of a compound, 

tautomer or pharmaceutically acceptable salt disclosed herein in the manufacture of a 

medicament for treating a disease, disorder or condition, wherein the disease, disorder or 

condition is selected from systemic lupus erythematosus (SLE), psoriasis, psoriatic arthritis, 

rosacea, chronic urticaria, atopic dermatitis, rheumatoid arthritis, bronchial asthma, irritable 

bowel syndrome (IBS), systemic mastocytosis, cutaneous mastocytosis, mastocytic 

enterocolitis, mast cell activation syndrome (MCAS), interstitial cystitis, food allergy, 

pruiritis, allergic rhinitis, microbial infection, eosinophilic esophagitis (EOE) and chronic 

pain. 

[0004f]    In a further aspect, the present disclosure refers to a combination comprising a 

compound, tautomer or pharmaceutically acceptable salt disclosed herein, and at least one 

additional pharmacologically active agent. 

[0005] This present disclosure provides 3-amino-5-methyl-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide derivatives and pharmaceutical compositions which contain them. The 3-amino-

5-methyl-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxides are inhibitors of Mas-related gene X2 

(MRGX2) and may be used to treat diseases, disorders or conditions associated with 

MRGX2, including atopic dermatitis, chronic urticaria and asthma, among others. 

[0006] One example of the present disclosure provides a compound of Formula 1: 

, 

or a tautomer thereof, or a pharmaceutically acceptable salt of the compound of Formula 1 or 

tautomer thereof, wherein: 
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L is selected from a bond and C1-4 alkanediyl; 

R1 is selected from 

(a) C1-4 alkyl which is substituted with from 0 to 3 optional substituents 

independently selected from halo, hydroxy, cyano, C1-4 alkoxy, amino and 

aminocarbonyl, wherein each of the C1-4 alkoxy optional substituents is 

independently substituted with from 0 to 3 substituents independently  
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WHAT IS CLAIMED IS: 

1. A compound of Formula 1, 

, 

or a tautomer thereof, or a pharmaceutically acceptable salt of the compound of Formula 1 or 

tautomer thereof, wherein: 

L is selected from a bond and C1-4 alkanediyl; 

  

(a) R1 is C1-4 alkyl which is substituted with from 0 to 3 optional substituents 

independently selected from halo, hydroxy, cyano, C1-4 alkoxy, amino and 

aminocarbonyl, wherein each of the C1-4 alkoxy optional substituents is 

independently substituted with from 0 to 3 substituents independently selected 

from halo, and wherein each of the amino and aminocarbonyl optional 

substituents is independently substituted with from 0 to 2 substituents 

independently selected from C1-4 alkyl; and 

R2 is a cyclic group selected from C3-8 cycloalkyl, C2-9 heterocyclyl, C6-14 aryl 

and C1-9 heteroaryl, wherein the cyclic group is substituted with from 0 to 3 

optional substituents independently selected from halo, hydroxy, cyano, C1-4 

alkyl, C1-4 alkoxy, amino, C3-8 cycloalkyl and C3-5 heterocyclyl, provided the 

cyclic group has no more than one optional substituent which is selected from 

C3-8 cycloalkyl and C3-5 heterocyclyl, and wherein each of the C1-4 alkyl, C1-4 

alkoxy, C3-8 cycloalkyl and C3-5 heterocyclyl optional substituents is 

independently substituted with from 0 to 3 substituents independently selected 

from halo, and wherein the amino optional substituent is independently 

substituted with from 0 to 2 substituents independently selected from C1-4 alkyl; 

or 

(b) R1 is a cyclic group selected from C3-8 cycloalkyl, C2-9 heterocyclyl, C6-14 aryl 

and C1-9 heteroaryl, wherein the cyclic group is substituted with from 0 to 3 

optional substituents independently selected from halo, hydroxy, cyano, C1-4 

alkyl, C1-4 alkoxy, amino and aminocarbonyl, wherein each of the C1-4 alkyl and  
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C1-4 alkoxy optional substituents is independently substituted with from 0 to 3 

substituents independently selected from halo, and wherein each of the amino 

and aminocarbonyl optional substituents is independently substituted with from 

0 to 2 substituents independently selected from C1-4 alkyl; and 

R2 is selected from 

(1) C1-4 alkyl which is substituted with from 0 to 3 optional substituents independently 

selected from halo, hydroxy, cyano, C1-4 alkoxy and amino; and 

(2) a cyclic group selected from C3-8 cycloalkyl, C2-9 heterocyclyl, C6-14 aryl and C1-9 

heteroaryl, wherein the cyclic group is substituted with from 0 to 3 optional 

substituents independently selected from halo, hydroxy, cyano, C1-4 alkyl, C1-4 

alkoxy, amino, C3-8 cycloalkyl and C3-5 heterocyclyl, provided the cyclic 

group has no more than one optional substituent which is selected from 

C3-8 cycloalkyl and C3-5 heterocyclyl, and wherein each of the C1-4 alkyl, C1-4 

alkoxy, C3-8 cycloalkyl and C3-5 heterocyclyl optional substituents is 

independently substituted with from 0 to 3 substituents independently selected 

from halo, and wherein the amino optional substituent is independently 

substituted with from 0 to 2 substituents independently selected from C1-4 

alkyl; and 

R3, R4, and R5 are each independently selected from hydrogen, halo, cyano, and C1-3 alkyl; 

wherein each of the aforementioned heterocyclyl and heteroaryl moieties independently has 1 

to 4 heteroatoms as ring members, each independently selected from N, O, and S. 

2. The compound, tautomer or pharmaceutically acceptable salt according to claim 1, 

wherein R1 is C1-4 alkyl which is substituted with from 0 to 3 optional substituents 

independently selected from halo, hydroxy, cyano, C1-4 alkoxy, amino and aminocarbonyl, 

wherein each of the C1-4 alkoxy optional substituents is independently substituted with from 0 

to 3 substituents independently selected from halo, and wherein each of the amino and 

aminocarbonyl optional substituents is independently substituted with from 0 to 2 

substituents independently selected from C1-4 alkyl. 

3. The compound, tautomer or pharmaceutically acceptable salt according to claim 2, 

wherein the R1 C1-4 alkyl is methyl or ethyl, each substituted with from 0 to 3 optional 

substituents independently selected from halo, hydroxy, cyano, C1-4 alkoxy, amino and 

aminocarbonyl, wherein each of the C1-4 alkoxy optional substituents is independently 
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substituted with from 0 to 3 substituents independently selected from halo, and wherein each 

of the amino and aminocarbonyl optional substituents is independently substituted with from 

0 to 2 substituents independently selected from C1-4 alkyl. 

4. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 2 and 3, wherein the R1 C1-4 alkyl is substituted with from 0 to 3 optional substituents 

independently selected from halo, C1-4 alkoxy and aminocarbonyl, wherein each of the C1-4 

alkoxy optional substituents is independently substituted with from 0 to 3 substituents 

independently selected from halo, and wherein each of the aminocarbonyl optional 

substituents is independently substituted with from 0 to 2 substituents independently selected 

from C1-4 alkyl. 

5. The compound, tautomer or pharmaceutically acceptable salt according to claim 1, 

wherein R1 is a cyclic group selected from C3-8 cycloalkyl, C2-9 heterocyclyl, C6-14 aryl and 

C1-9 heteroaryl, wherein the cyclic group is substituted with from 0 to 3 optional substituents 

independently selected from halo, hydroxy, cyano, C1-4 alkyl, C1-4 alkoxy, amino and 

aminocarbonyl, wherein each of the C1-4 alkyl and C1-4 alkoxy optional substituents is 

independently substituted with from 0 to 3 substituents independently selected from halo, and 

wherein each of the amino and aminocarbonyl optional substituents is independently 

substituted with from 0 to 2 substituents independently selected from C1-4 alkyl. 

6. The compound, tautomer or pharmaceutically acceptable salt according to claim 1, 

wherein R1 is a cyclic group which is phenyl substituted with from 0 to 3 optional 

substituents independently selected from halo, hydroxy, cyano, C1-4 alkyl, C1-4 alkoxy, amino 

and aminocarbonyl, wherein each of the C1-4 alkyl and C1-4 alkoxy optional substituents is 

independently substituted with from 0 to 3 substituents independently selected from halo, and 

wherein each of the amino and aminocarbonyl optional substituents is independently 

substituted with from 0 to 2 substituents independently selected from C1-4 alkyl. 

7. The compound, tautomer or pharmaceutically acceptable salt according to claim 1, 

wherein R1 is a cyclic group which is selected from pyrrolyl, furanyl, thienyl, pyrazolyl, 

imidazolyl, isoxazolyl, oxazolyl, isothiazolyl, thiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, 

and pyrazinyl, each substituted with from 0 to 3 optional substituents independently selected 

from halo, hydroxy, cyano, C1-4 alkyl, C1-4 alkoxy, amino and aminocarbonyl, wherein each 

of the C1-4 alkyl and C1-4 alkoxy optional substituents is independently substituted with from 
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0 to 3 substituents independently selected from halo, and wherein each of the amino and 

aminocarbonyl optional substituents is independently substituted with from 0 to 2 

substituents independently selected from C1-4 alkyl. 

8. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 5 to 7, wherein the R1 cyclic group is substituted with from 0 to 3 optional substituents 

independently selected from halo, hydroxy, cyano, C1-4 alkyl, and C1-4 alkoxy, wherein each 

of the C1-4 alkyl and C1-4 alkoxy optional substituents is independently substituted with from 

0 to 3 substituents independently selected from halo. 

9. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 8, wherein L is selected from a bond, –CH2–, –CH2CH2–, and –CH(CH3)–. 

10. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 8, wherein L is –CH2–. 

11. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 8, wherein L is a bond. 

12. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 11, wherein R2 is C1-4 alkyl which is substituted with from 0 to 3 optional 

substituents independently selected from halo, hydroxy, cyano, C1-4 alkoxy and amino. 

13. The compound, tautomer or pharmaceutically acceptable salt according to claim 12, 

wherein the R2 C1-4 alkyl is substituted with from 0 to 3 optional substituents independently 

selected from halo and C1-4 alkoxy. 

14. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 11, wherein R2 is a cyclic group selected from C3-8 cycloalkyl, C2-9 heterocyclyl, 

C6-14 aryl and C1-9 heteroaryl, wherein the cyclic group is substituted with from 0 to 3 

optional substituents independently selected from halo, hydroxy, cyano, C1-4 alkyl, C1-4 

alkoxy, amino, C3-8 cycloalkyl and C3-5 heterocyclyl, provided the cyclic group has no more 

than one optional substituent which is selected from C3-8 cycloalkyl and C3-5 heterocyclyl, 

and wherein each of the C1-4 alkyl, C1-4 alkoxy, C3-8 cycloalkyl and C3-5 heterocyclyl optional 

substituents is independently substituted with from 0 to 3 substituents independently selected 
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from halo, and wherein the amino optional substituent is independently substituted with from 

0 to 2 substituents independently selected from C1-4 alkyl. 

15. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 11, wherein R2 is a cyclic group which is phenyl substituted with from 0 to 3 

optional substituents independently selected from halo, hydroxy, cyano, C1-4 alkyl, C1-4 

alkoxy, amino, C3-8 cycloalkyl and C3-5 heterocyclyl, provided the cyclic group has no more 

than one optional substituent which is selected from C3-8 cycloalkyl and C3-5 heterocyclyl, 

and wherein each of the C1-4 alkyl, C1-4 alkoxy, C3-8 cycloalkyl and C3-5 heterocyclyl optional 

substituents is independently substituted with from 0 to 3 substituents independently selected 

from halo, and wherein the amino optional substituent is independently substituted with from 

0 to 2 substituents independently selected from C1-4 alkyl. 

16. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 11, wherein R2 is a cyclic group which is selected from pyrazolyl, pyridinyl, and 

pyrimidinyl, each substituted with from 0 to 3 optional substituents independently selected 

from halo, hydroxy, cyano, C1-4 alkyl, C1-4 alkoxy, amino, C3-8 cycloalkyl and C3-

5 heterocyclyl, provided the cyclic group has no more than one optional substituent which is 

selected from C3-8 cycloalkyl and C3-5 heterocyclyl, and wherein each of the C1-4 alkyl, C1-4 

alkoxy, C3-8 cycloalkyl and C3-5 heterocyclyl optional substituents is independently 

substituted with from 0 to 3 substituents independently selected from halo, and wherein the 

amino optional substituent is independently substituted with from 0 to 2 substituents 

independently selected from C1-4 alkyl. 

17. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 14 to 16, wherein the R2 cyclic group is substituted with from 0 to 3 optional 

substituents independently selected from halo, cyano, C1-4 alkyl, C1-4 alkoxy, C3-8 cycloalkyl 

and C3-5 heterocyclyl, provided the cyclic group has no more than one optional substituent 

which is selected from C3-8 cycloalkyl and C3-5 heterocyclyl, and wherein each of the C1-4 

alkyl, C1-4 alkoxy, C3-8 cycloalkyl and C3-5 heterocyclyl optional substituents is independently 

substituted with from 0 to 3 substituents independently selected from halo. 

18. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 17, wherein R3, R4 and R5 are each independently selected from hydrogen, halo 

and C1-3 alkyl. 
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19. The compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 17, wherein R3, R4 and R5 are each hydrogen. 

20. The compound according to claim 1, which is selected from the following compounds 

and tautomers thereof: 

5-(2-chloro-3-fluorophenyl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-7-fluoro-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-7-fluoro-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-7-fluoro-3-((thiazol-2-ylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(ethylamino)-7-fluoro-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((cyclopropylmethyl)amino)-7-fluoro-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-7-fluoro-3-((1-(thiazol-2-yl)ethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-7-fluoro-3-((1-(thiazol-4-yl)ethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2,2-difluoroethyl)amino)-7-fluoro-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-7-fluoro-3-((2-fluoroethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(((3-fluoropyridin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chlorophenyl)-7-fluoro-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chlorophenyl)-7-fluoro-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 
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5-(2-chlorophenyl)-3-(ethylamino)-7-fluoro-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chlorophenyl)-7-fluoro-3-(((3-fluoropyridin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((cyclobutylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(((6-methoxypyridin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2,3-difluorophenyl)-3-(((6-methoxypyridin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-(((5-(2,3-difluorophenyl)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-3-

yl)amino)methyl)-1-methylpyridin-2(1H)-one; 

5-(2,3-difluorophenyl)-3-((2-fluoroethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

3-((cyclobutylmethyl)amino)-5-(2,3-difluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2,3-difluorophenyl)-3-((2-methoxypropyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

(R)-5-(2,3-difluorophenyl)-3-((2-methoxypropyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

(S)-5-(2,3-difluorophenyl)-3-((2-methoxypropyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2,3-difluorophenyl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2,3-difluorophenyl)-3-((oxazol-2-ylmethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((oxazol-2-ylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((cyclopropylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(((4-methyloxazol-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((pyridin-2-ylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 
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5-(2-chloro-3,5-difluorophenyl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2-methoxypropyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2,2-difluoroethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chlorophenyl)-3-((2-methoxyethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(3-chloro-2-fluoropyridin-4-yl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2,3-difluorophenyl)-3-((2-methoxyethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(((5-methyloxazol-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(ethylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chlorophenyl)-3-((2-methoxypropyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chlorophenyl)-3-((pyridin-2-ylmethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chlorophenyl)-3-(ethylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chlorophenyl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chlorophenyl)-3-((2,2-difluoroethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chlorophenyl)-3-((2-fluoroethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

3-(((5-(2-chloro-3-fluorophenyl)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-3-

yl)amino)methyl)-1-methylpyridin-2(1H)-one; 

(R)-5-(2-chloro-3-fluorophenyl)-3-((2-methoxypropyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3-chloro-2-fluoropyridin-4-yl)-3-((oxazol-2-ylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 
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5-(3-chloro-2-fluoropyridin-4-yl)-3-((thiazol-2-ylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3-chloro-2-fluoropyridin-4-yl)-3-((cyclopropylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3-chloro-2-fluoropyridin-4-yl)-3-(((3-fluoropyridin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3-chloro-2-fluoropyridin-4-yl)-3-(ethylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(3-chloro-2-fluoropyridin-4-yl)-3-((2,2-difluoroethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3-chloro-2-fluoropyridin-4-yl)-3-((4-fluorobenzyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

2-(((5-(3-chloro-2-fluoropyridin-4-yl)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-3-

yl)amino)methyl)thiazole-5-carbonitrile; 

5-(3-chloro-2-fluoropyridin-4-yl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(((4-methylmorpholin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2-ethoxypropyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-(((5-chloropyridin-2-yl)methyl)amino)-5-(1,3-dimethyl-1H-pyrazol-4-yl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(1,3-dimethyl-1H-pyrazol-4-yl)-3-((2-methoxypropyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((cyclobutylmethyl)amino)-5-(1,3-dimethyl-1H-pyrazol-4-yl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

2-((5-(2-chloro-3-fluorophenyl)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-3-

yl)amino)-N,N-dimethylacetamide; 

5-(2-cyclopropylphenyl)-3-((2-methoxyethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((isothiazol-3-ylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 
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5-(2-chloro-3-fluorophenyl)-3-((thiazol-2-ylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((pyrimidin-2-ylmethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2-(pyridin-2-yl)ethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2-(pyridin-4-yl)ethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2-(pyridin-3-yl)ethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((3-methoxyphenethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2-methoxyphenethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((4-methoxyphenethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2-(tetrahydrofuran-2-yl)ethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((1-isopropyl-5-methyl-1H-pyrazol-3-yl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3,5-difluorophenyl)-3-((4-fluorobenzyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

3-((2,5-difluorobenzyl)amino)-5-(3,5-difluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(3,5-difluorophenyl)-3-((2-fluorobenzyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

3-((2,6-difluorobenzyl)amino)-5-(3,5-difluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(3,5-difluorophenyl)-3-(((6-methylpyridin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3,5-difluorophenyl)-3-((2-(pyridin-2-yl)ethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 
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3-((cyclobutylmethyl)amino)-5-(3,5-difluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(3,5-difluorophenyl)-3-((pyridin-4-ylmethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(3,5-difluorophenyl)-3-((pyridin-2-ylmethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(3,5-difluorophenyl)-3-((2-methoxypropyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

(R)-5-(3,5-difluorophenyl)-3-((2-methoxypropyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

(S)-5-(3,5-difluorophenyl)-3-((2-methoxypropyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3,5-difluorophenyl)-3-((2-methoxybutyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

3-(benzylamino)-5-(3,5-difluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

2-fluoro-6-(3-(methylamino)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-5-

yl)benzonitrile; 

4-chloro-2-(3-(methylamino)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-5-

yl)benzonitrile; 

5-(2-ethylphenyl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-4-methylphenyl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chloro-5-fluorophenyl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chloro-4-fluorophenyl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(3-fluoro-2-methylphenyl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

3-(methylamino)-5-(2,3,5-trifluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-7-methyl-3-(methylamino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((4-isopropylphenyl)amino)-5-(5-methyl-1H-pyrazol-3-yl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 
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5-(1-(difluoromethyl)-1H-pyrazol-4-yl)-3-((4-isopropylphenyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((4-isopropylphenyl)amino)-5-(1H-pyrazol-1-yl)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

3-((4-isopropylphenyl)amino)-5-(1-(oxetan-3-yl)-1H-pyrazol-4-yl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(1-ethyl-1H-pyrazol-4-yl)-3-((4-isopropylphenyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(1,3-dimethyl-1H-pyrazol-4-yl)-3-((4-isopropylphenyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(1-(3,3-difluorocyclobutyl)-1H-pyrazol-4-yl)-3-((4-isopropylphenyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(1-cyclobutyl-1H-pyrazol-4-yl)-3-((4-isopropylphenyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((4-isopropylphenyl)amino)-5-(3-methyl-1H-pyrazol-4-yl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((4-isopropylphenyl)amino)-5-(1-methyl-1H-pyrazol-4-yl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((4-isopropylphenyl)amino)-5-(1-methyl-1H-pyrazol-3-yl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-cyclopropyl-3-((4-isopropylphenyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-isopropyl-3-((4-isopropylphenyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-cyclobutyl-3-((4-isopropylphenyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chlorophenyl)-3-((4-isopropylphenyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

3-((4-isopropylphenyl)amino)-5-(3-methylpyridin-4-yl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(1,5-dimethyl-1H-pyrazol-4-yl)-3-((4-isopropylphenyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(1,3-dimethyl-1H-pyrazol-4-yl)-3-((3-isopropylphenyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 
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5-cyclopropyl-3-((3-isopropylphenyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chlorophenyl)-3-((6-isopropylpyridin-3-yl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-cyclopropyl-3-((6-isopropylpyridin-3-yl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-cyclopropyl-3-(((3-fluoropyridin-2-yl)methyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-cyclopropyl-3-(((6-methoxypyridin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-cyclopropyl-3-(phenylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(((3-methoxypyridin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(((tetrahydrofuran-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((2-methoxyethyl)amino)-5-(2-(trifluoromethyl)phenyl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

2-fluoro-6-(3-((2-methoxyethyl)amino)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-5-

yl)benzonitrile; 

2-(1,1-dioxido-3-((thiazol-2-ylmethyl)amino)-4H-benzo[e][1,2,4]thiadiazin-5-yl)-6-

fluorobenzonitrile; 

3-((2-methoxypropyl)amino)-5-(2,3,5-trifluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

(S)-3-((2-methoxypropyl)amino)-5-(2,3,5-trifluorophenyl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

(R)-3-((2-methoxypropyl)amino)-5-(2,3,5-trifluorophenyl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((cyclobutylmethyl)amino)-5-(2,3,5-trifluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

3-((pyridin-2-ylmethyl)amino)-5-(2,3,5-trifluorophenyl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-(trifluoromethyl)phenyl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 
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5-(2-chloro-4-fluorophenyl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-5-(trifluoromethyl)phenyl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3-chloro-2-fluorophenyl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((4-ethylphenyl)amino)-5-(1-methyl-1H-pyrazol-4-yl)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((furan-2-ylmethyl)amino)-5-(o-tolyl)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chlorophenyl)-6-fluoro-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2,5-difluorophenyl)-3-((pyridin-2-ylmethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

3-((cyclopropylmethyl)amino)-5-(2,5-difluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2,5-difluorophenyl)-3-((2-methoxyethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2,5-difluorophenyl)-3-((2-methoxypropyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2,5-difluorophenyl)-3-(ethylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-5-fluorophenyl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

2-(3-((2-methoxypropyl)amino)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-5-

yl)benzonitrile; 

2-(3-((cyclobutylmethyl)amino)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-5-

yl)benzonitrile; 

5-(2-chloro-3-fluorophenyl)-3-((2-fluoroethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(((6-fluoropyridin-2-yl)methyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

2-fluoro-6-(3-((2-fluoroethyl)amino)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-5-

yl)benzonitrile; 
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2-fluoro-6-(3-((2-methoxypropyl)amino)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-5-

yl)benzonitrile; 

5-(2-chloro-3-fluorophenyl)-3-((3-methoxypropyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((3-fluoropropyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((3-methoxybutyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

(R)-5-(2-chloro-3-fluorophenyl)-3-((3-methoxybutyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

(S)-5-(2-chloro-3-fluorophenyl)-3-((3-methoxybutyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-cyclopropyl-3-fluorophenyl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-cyclopropyl-3-fluorophenyl)-3-(methylamino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(isopropylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chloro-3-fluorophenyl)-3-(cyclopropylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(2-chloro-3-fluorophenyl)-3-((2-(2,2-difluoroethoxy)ethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

2-fluoro-6-(3-((oxazol-2-ylmethyl)amino)-1,1-dioxido-4H-benzo[e][1,2,4]thiadiazin-

5-yl)benzonitrile; 

3-((pyridin-2-ylmethyl)amino)-5-(o-tolyl)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(2-ethylphenyl)-3-((2-methoxyethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(3,5-difluorophenyl)-3-((furan-2-ylmethyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

5-(2,3-difluorophenyl)-3-(ethylamino)-4H-benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

5-(3,5-difluorophenyl)-3-((2-methoxypropyl)amino)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 
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5-(2-chloro-3-fluorophenyl)-3-((3-methoxycyclobutyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; 

3-((2-methoxyethyl)amino)-5-(2,3,5-trifluorophenyl)-4H-benzo[e][1,2,4]thiadiazine 

1,1-dioxide; 

3-((4-isopropylphenyl)amino)-5-(methoxymethyl)-4H-benzo[e][1,2,4]thiadiazine 1,1-

dioxide; 

5-(3,4-difluoro-2-methylphenyl)-3-((2-methoxyethyl)amino)-4H-

benzo[e][1,2,4]thiadiazine 1,1-dioxide; and 

a pharmaceutically acceptable salt of any one of the aforementioned compounds and 

tautomers. 

21. A pharmaceutical composition comprising: 

a compound, tautomer or pharmaceutically acceptable salt as defined in any one of 

claims 1 to 20; and 

a pharmaceutically acceptable excipient. 

22. A compound, tautomer or pharmaceutically acceptable salt as defined in any one of 

claims 1 to 20 for use as a medicament. 

23. A compound, tautomer or pharmaceutically acceptable salt as defined in any one of 

claims 1 to 20 for use in treating a disease, disorder or condition selected from systemic lupus 

erythematosus (SLE), psoriasis, psoriatic arthritis, rosacea, chronic urticaria, atopic 

dermatitis, rheumatoid arthritis, bronchial asthma, irritable bowel syndrome (IBS), systemic 

mastocytosis, cutaneous mastocytosis, mastocytic enterocolitis, mast cell activation syndrome 

(MCAS), interstitial cystitis, food allergy, pruiritis, allergic rhinitis, microbial infection, 

eosinophilic esophagitis (EOE) and chronic pain. 

24. Use of a compound, tautomer or pharmaceutically acceptable salt as defined in any 

one of claims 1 to 20 in the manufacture of a medicament for treating a disease, disorder or 

condition, wherein the disease, disorder or condition is selected from systemic lupus 

erythematosus (SLE), psoriasis, psoriatic arthritis, rosacea, chronic urticaria, atopic 

dermatitis, rheumatoid arthritis, bronchial asthma, irritable bowel syndrome (IBS), systemic 

mastocytosis, cutaneous mastocytosis, mastocytic enterocolitis, mast cell activation syndrome 

(MCAS), interstitial cystitis, food allergy, pruiritis, allergic rhinitis, microbial infection, 

eosinophilic esophagitis (EOE) and chronic pain. 
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25. A combination comprising a compound, tautomer or pharmaceutically acceptable salt 

as defined in any one of claims 1 to 20, and at least one additional pharmacologically active 

agent. 

26. The combination according to claim 24, wherein the additional pharmacologically 

active agent is selected from anti-inflammatory agents, analgesics, biological response 

modifiers, disease modifying antirheumatic drugs (DMARDs), antihistamines, mast cell 

stabilizers, prokinetic agents, antidiarrheals, prosecretory agents, antibiotics, antidepressants, 

anxiolytics, antipsychotics and anticonvulsants. 


