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CLAIMED: 

 

1.  A compound of the Formula I: 

 (I), 

 or a pharmaceutically acceptable salt thereof,  

wherein:  

 Y is a bond, –(CR
5
R

5’
)t–, –NR

5
(CR

5
R

5'
)t–, or –O–;   

each R
1
, R

1’
, R

2
, and R

2’ 
is independently –H, –(C1-C6)alkyl, –(C2-C6)alkenyl, –(C2-

C6)alkynyl, –(C3-C8)cycloalkyl, –(C4-C8)cycloalkenyl, heterocyclyl, aryl, heteroaryl, halogen, –

CN, –OR
5
, –SR

5
, –NO2, –NR

5
R

5’
, –S(O)2R

5
, –S(O)2NR

5
R

5’
, –S(O)R

5
, –S(O)NR

5
R

5’
, –

NR
5
S(O)2R

5’
, –NR

5
S(O)R

5’
, –C(O)R

5
, or –C(O)OR

5
, wherein each alkyl, alkenyl, alkynyl, 

cycloalkyl, cycloalkenyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with one or 

more substituents selected from the group consisting of oxo, halogen, –CN, –R
5
, –OR

5
, –SR

5
, –

NO2, –NR
5
R

5’
, –S(O)2R

5
, –S(O)2NR

5
R

5’
, –S(O)R

5
, –S(O)NR

5
R

5’
, –NR

5
S(O)2R

5’
, –NR

5
S(O)R

5’
, 

–C(O)R
5
, and –C(O)OR

5
;  

or R
1
 and R

1’
, or R

2
 and R

2’
, together with the atom to which they are attached, can 

combine to form –(C3-C8)cycloalkyl ring, heterocycle, (C5-C8)spirocycle or 5-to 8-membered 

spiroheterocycle; 

or R
1
 and R

2
, together with the atoms to which they are attached, can combine to form a –

(C3-C8)cycloalkyl or a 3-to 8-membered heterocycle; 

R
3
 is independently –H, –(C1-C6)alkyl, –(C2-C6)alkenyl, –(C2-C6)alkynyl, –(C3-

C8)cycloalkyl, –(C4-C8)cycloalkenyl, heterocyclyl, aryl, heteroaryl, –S(O)2R
5
, –S(O)2NR

5
R

5’
, –

S(O)R
5
, –S(O)NR

5
R

5’
, –C(O)R

5
, or –C(O)OR

5
, wherein each alkyl, alkenyl, alkynyl, cycloalkyl, 

cycloalkenyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with one or more 

substituents selected from the group consisting of oxo, halogen, –CN, –R
5
, –OR

5
, –SR

5
, –NO2, –

NR
5
R

5’
, –S(O)2R

5
, –S(O)2NR

5
R

5’
, –S(O)R

5
, –S(O)NR

5
R

5’
, –NR

5
S(O)2R

5’
, –NR

5
S(O)R

5’
, –

C(O)R
5
, and –C(O)OR

5
; 
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or R
2
 and R

3
, together with the atoms to which they are attached, can combine to form a 

5- to 8-membered heterocyclic ring; 

or R
1
 and R

3
, together with the atoms to which they are attached, can combine to form a 

5- to 8-membered heterocyclic ring, optionally fused to an aryl or heteroaryl ring;  

R
4
 is –H, –(C1-C6)alkyl, –(C2-C6)alkenyl, –(C2-C6)alkynyl, –(C3-C8)cycloalkyl, –(C4-

C8)cycloalkenyl, heterocyclyl, aryl, heteroaryl, halogen, –CN, –OR
5
, –SR

5
, –NO2, –NR

5
R

5’
, –

S(O)2R
5
, –S(O)2NR

5
R

5’
, –S(O)R

5
, –S(O)NR

5
R

5’
, –NR

5
S(O)2R

5’
, –NR

5
S(O)R

5’
, –C(O)R

5
, or –

C(O)OR
5
, wherein each alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, heterocyclyl, aryl, or 

heteroaryl is optionally substituted with one or more substituents selected from the group 

consisting of oxo, halogen, –CN, –R
5
, –OR

5
, –SR

5
, –NO2, –NR

5
R

5’
, –S(O)2R

5
, –S(O)2NR

5
R

5’
, –

S(O)R
5
, –S(O)NR

5
R

5’
, –NR

5
S(O)2R

5’
, –NR

5
S(O)R

5’
, –C(O)R

5
, and –C(O)OR

5
; 

each R
5
 and R

5' 
is independently, at each occurrence, –H, –(C1-C6)alkyl, –(C2-C6)alkenyl, 

–(C2-C6)alkynyl, –(C3-C8)cycloalkyl, –(C4-C8)cycloalkenyl, heterocyclyl, aryl, heteroaryl, 

halogen, –CN, –OR
6
, –SR

6
, –NO2, –NR

6
R

6’
, –S(O)2R

6
, –S(O)2NR

6
R

6’
, –S(O)R

6
, –S(O)NR

6
R

6’
, –

NR
6
S(O)2R

6’
, –NR

6
S(O)R

6’
, –C(O)R

6
, or –C(O)OR

6
, wherein each alkyl, alkenyl, alkynyl, 

cycloalkyl, cycloalkenyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with one or 

more substituents selected from the group consisting of oxo, halogen, –CN, –R
6
, –OR

6
, –SR

6
, –

NO2, –NR
6
R

6’
, –S(O)2R

6
, –S(O)2NR

6
R

6’
, –S(O)R

6
, –S(O)NR

6
R

6’
, –NR

6
S(O)2R

6’
, –NR

6
S(O)R

6’
, 

–C(O)R
6
, and –C(O)OR

6
; 

or two R
5
 on adjacent atoms together with the atoms to which they are attached form an 

aryl ring optionally substituted with one or more R
6
; or two R

5
 on adjacent atoms together with 

the atoms to which they are attached form a heteroaryl ring optionally substituted with one or 

more R
6
; or two R

5
 on adjacent atoms together with the atoms to which they are attached form a 

(C3-C8)cycloalkyl ring optionally substituted with one or more R
6
; or two R

5
 on adjacent atoms 

together with the atoms to which they are attached form a heterocycloalkyl ring optionally 

substituted with one or more R
6
; 

or two R
5'
 on adjacent atoms together with the atoms to which they are attached form an 

aryl ring optionally substituted with one or more R
6
; or two R

5'
 on adjacent atoms together with 

the atoms to which they are attached form a heteroaryl ring optionally substituted with one or 

more R
6
; or two R

5'
 on adjacent atoms together with the atoms to which they are attached form a 

(C3-C8)cycloalkyl ring optionally substituted with one or more R
6
; or two R

5'
 on adjacent atoms 
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together with the atoms to which they are attached form a heterocycloalkyl ring optionally 

substituted with one or more R
6
; 

each R
6
 and R

6' 
is independently, at each occurrence, –H, –(C1-C6)alkyl, –(C2-C6)alkenyl, 

–(C2-C6)alkynyl, –(C3-C8)cycloalkyl, –(C4-C8)cycloalkenyl, heterocyclyl, aryl, heteroaryl, 

halogen, –CN, –OR
7
, –SR

7
, –NO2, –NR

7
R

7’
, –S(O)2R

7
, –S(O)2NR

7
R

7’
, –S(O)R

7
, –S(O)NR

7
R

7’
, –

NR
7
S(O)2R

7’
, –NR

7
S(O)R

7’
, –C(O)R

7
, or –C(O)OR

7
, wherein each alkyl, alkenyl, alkynyl, 

cycloalkyl, cycloalkenyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with one or 

more substituents selected from the group consisting of oxo, halogen, –CN, –R
7
, –OR

7
, –SR

7
, –

NO2, –NR
7
R

7’
, –S(O)2R

7
, –S(O)2NR

7
R

7’
, –S(O)R

7
, –S(O)NR

7
R

7’
, –NR

7
S(O)2R

7’
, –NR

7
S(O)R

7’
, 

–C(O)R
7
, and –C(O)OR

7
; 

each R
7
 and R

7' 
is independently, at each occurrence, –H, –(C1-C6)alkyl, –(C2-C6)alkenyl, 

–(C2-C6)alkynyl, –(C3-C8)cycloalkyl, –(C4-C8)cycloalkenyl, heterocyclyl, aryl, heteroaryl, 

halogen, –CN, –OH, –SH, –NO2, –NH2, –S(O)2H, –S(O)2NH2, –S(O)H, –S(O)NH2, –NHS(O)2H, 

–NHS(O)H, –C(O)H, or –C(O)OH, wherein each alkyl, alkenyl, alkynyl, cycloalkyl, 

cycloalkenyl, heterocyclyl, aryl, or heteroaryl is optionally substituted with one or more 

substituents selected from the group consisting of oxo, halogen, –CN, –OH, –SH, –NO2, –NH2, –

S(O)2H, –S(O)2NH2, –S(O)H, –S(O)NH2, –NHS(O)2H, –NHS(O)H, –C(O)H, and –C(O)OH; 

each R
8
, R

8'
, R

9
, R

9’
, R

10
, R

10’
, R

11
, and R

11’ 
is independently, at each occurrence, –H, –

(C1-C6)alkyl, –(C2-C6)alkenyl, –(C2-C6)alkynyl, –(C3-C8)cycloalkyl, or  –(C4-C8)cycloalkenyl, 

wherein each alkyl, alkenyl, alkynyl, cycloalkyl and cycloalkenyl, is optionally substituted with 

one or more substituents selected from the group consisting of oxo, halogen, –CN, –R
7
, –OR

7
, –

SR
7
, –NO2, –NR

7
R

7’
, –S(O)2R

7
, –S(O)2NR

7
R

7’
, –S(O)R

7
, –S(O)NR

7
R

7’
, –NR

7
S(O)2R

7’
, –

NR
7
S(O)R

7’
, –C(O)R

7
, and –C(O)OR

7
; 

and 

t is 0, 1, 2, or 3.  

 

2.  The compound of claim 1, having Formula (Ia-1): 
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(Ia-1). 

 

3.  The compound of claim 1, having Formula (Ia-2): 

  

(Ia-2). 

 

4.  The compound of claim 1, having Formula (Ic): 

  

(Ic).  

 

5.  The compound of any one of claims 1 or 4, wherein R
1
 and R

1’
 are each independently 

hydrogen, optionally substituted –(C1-C6)alkyl, optionally substituted aryl, or optionally 

substituted heteroaryl, or wherein R
1
 and R

1’
, taken together with the atoms to which they are 

attached, combine to form an optionally substituted -(C3-C4)cycloalkyl. 

 

6.  The compound of any one of claims 2 or 3, wherein R
1
 is optionally substituted –(C1-

C6)alkyl, optionally substituted aryl, or optionally substituted heteroaryl. 

 

7.  The compound of any one of claims 1-4, wherein R
1
 and R

3
, taken together with the atoms to 

which they are attached, combine to form an optionally substituted 5- to 6-membered 

heterocyclic ring. 

 

8.  The compound of any one of claims 1-4, wherein R
3
 is hydrogen or optionally substituted –

(C1-C6)alkyl. 
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9.  The compound of any one of claims 1-4, wherein R
2
 and R

2’
 are each independently hydrogen 

or optionally substituted –(C1-C6)alkyl. 

 

10.  The compound of any one of claims 1-4, wherein R
4
 is optionally substituted aryl or 

optionally substituted heteroaryl. 

 

11.  The compound of any one of claims 1-4, wherein each R
5
 is independently –H or optionally 

substituted –(C1-C6)alkyl, or two R
5
 on adjacent atoms, together with the atoms to which they are 

attached, form an optionally substituted heterocycloalkyl ring. 

 

12.  The compound of any one of claims 1-4, wherein each R
6
 is independently –(C1-C6)alkyl.  

 

13.  The compound of any one of claims 1-4, wherein: 

Y, if present, is a bond; 

R
1
 is selected from the group consisting of hydrogen, optionally substituted –(C1-

C6)alkyl, optionally substituted aryl, and optionally substituted heteroaryl;  

R
1’

, if present, is selected from the group consisting of hydrogen, and optionally 

substituted –(C1-C6)alkyl;  

or R
1
 and R

1’
, taken together with the atoms to which they are attached, combine to form 

an optionally substituted -(C3-C4)cycloalkyl;  

R
2
 and R

2’
 are each independently hydrogen or methyl; 

R
3
 is hydrogen or methyl;  

or R
1
 and R

3
, taken together with the atoms to which they are attached, combine to form 

an optionally substituted 5- to 6-membered heterocyclic ring; 

R
4
 is optionally substituted 6- to 10-membered aryl or optionally substituted 6- to 10-

membered heteroaryl, wherein the aryl or heteroaryl is optionally substituted with one or more 

substituents selected from the group consisting of –R
5
 and –OR

5
; 

each R
5
 is independently –H or optionally substituted –(C1-C6)alkyl; 

or two R
5
 on adjacent atoms together with the atoms to which they are attached form a 

heterocycloalkyl ring optionally substituted with one or more R
6
; 

each R
6
 is independently –(C1-C6)alkyl; and 
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each R
8
, R

8'
, R

9
, R

9’
, R

10
, R

10’
, R

11
, and R

11’
, if present, is hydrogen. 

 

14.  The compound of claim 13, wherein: 

Y, if present, is a bond; 

R
1
 is selected from the group consisting of hydrogen, methyl optionally substituted with –

OR
5
, ethyl, optionally substituted 6-membered aryl, and optionally substituted 5- to 6-membered 

heteroaryl;  

R
1’

, if present, is selected from the group consisting of hydrogen and methyl;  

or R
1
 and R

1’
, taken together with the atoms to which they are attached, combine to form 

an optionally substituted cyclopropyl; 

R
2
 and R

2’
 are each independently hydrogen or methyl; 

R
3
 is hydrogen or methyl;  

or R
1
 and R

3
, taken together with the atoms to which they are attached, combine to form 

an optionally substituted 5- to 6-membered heterocyclic ring; 

R
4
 is optionally substituted 6- to 10-membered aryl or optionally substituted 6- to 10-

membered heteroaryl, wherein the aryl or heteroaryl is optionally substituted with one or more 

substituents selected from the group consisting of –R
5
 and –OR

5
; 

each R
5
 is independently –H or optionally substituted –(C1-C6)alkyl;  

or two R
5
 on adjacent atoms together with the atoms to which they are attached form a 

heterocycloalkyl ring optionally substituted with one or more R
6
; 

each of each R
6
 is independently –(C1-C6)alkyl; and 

each of R
8
, R

8'
, R

9
, R

9’
, R

10
, R

10’
, R

11
, and R

11’
, if present, is hydrogen. 

 

15.  The compound of claim 1 selected from the group consisting of: 

Example Structure Name 

1 

 

 

 

(S)-1-(5-((2,3-dihydro-[1,4]dioxino[2,3-

b]pyridin-7-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxy-2-phenylpropan-1-one 
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2 

 

 

 

(R)-1-(5-((2,3-dihydro-[1,4]dioxino[2,3-

b]pyridin-7-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxy-2-phenylpropan-1-one 

3 

 

 

(R)-1-(5-((2,3-dihydro-[1,4]dioxino[2,3-

b]pyridin-7-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxy-2-(pyridin-2-yl)propan-1-one 

4 

 

 

(S)-1-(5-((2,3-dihydro-[1,4]dioxino[2,3-

b]pyridin-7-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxy-2-(pyridin-2-yl)propan-1-one 

5 

 

 

(R)-(5-((2,3-dihydro-[1,4]dioxino[2,3-

b]pyridin-7-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(tetrahydro-2H-pyran-3-yl)methanone 

6 

 

 

(S)-(5-((2,3-dihydro-[1,4]dioxino[2,3-

b]pyridin-7-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(tetrahydro-2H-pyran-3-yl)methanone 

7 

 

 

1-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2,2-dimethylpropan-

1-one 

O

O N

N
S

O

O

N O

O

O

O N

N
S

O

O

N O

O
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8 

 

 

1-(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxy-2-phenylpropan-1-one 

9 

 

 

1-(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxy-2,2-dimethylpropan-1-one 

10 

 

 

1-(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxy-2-(hydroxymethyl)-2-

methylpropan-1-one 

11 

 

 

1-(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

2,2-bis(hydroxymethyl)butan-1-one 

12 

 

 

(R)-(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(tetrahydrofuran-3-yl)methanone 

13 

 

 

(S)-(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(tetrahydrofuran-3-yl)methanone 
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14 

 

 

(R)-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)(tetrahydrofuran-3-

yl)methanone 

15 

 

 

(5-(benzo[d]thiazol-6-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(tetrahydro-2H-pyran-3-yl)methanone 

16 

 

 

(S)-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)(tetrahydrofuran-3-

yl)methanone 

17 

 

 

(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(1-

(methoxymethyl)cyclopropyl)methanone 

18 

 

 

1-(5-((2,3-dihydrobenzo[b][1,4]dioxin-6-

yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxy-2-phenylpropan-1-one 

19 

 

 

1-(5-(benzo[d]thiazol-6-ylsulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2,2-dimethylpropan-

1-one 
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20 

 

(R)-(5-(benzo[d]thiazol-6-ylsulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)(tetrahydrofuran-3-

yl)methanone 

21 

 

 

3-hydroxy-2,2-dimethyl-1-(5-((2-

methylbenzo[d]oxazol-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)propan-1-one 

22 

 

 

1-(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxypropan-1-one 

23 

 

 

(R)-1-(5-(benzofuran-5-ylsulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxybutan-1-one 

24 

 

 

(S)-1-(5-(benzofuran-5-ylsulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxybutan-1-one 

25 

 

 

1-(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-hydroxy-3-methylbutan-1-one 

OOH

N

N
S

O

O

O

OOH

N

N
S

O

O

O
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26 

 
 

(2S,3R and 2R,3S)-1-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylbutan-1-

one 

27 

 
 

(2R,3R and 2S,3S)-1-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylbutan-1-

one 

28 

 

 

(S)-1-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-3-methyl-2-

phenylbutan-1-one 

29 

 

 

(S)-1-(5-(benzo[d]thiazol-6-ylsulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylpropan-1-

one 

30 

 

 

(R)-1-(5-(benzo[d]thiazol-6-ylsulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylpropan-1-

one 

31 

 

 

(S)-1-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylpropan-1-

one 
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32 

 

 

(S)-1-(5-((2,2-dimethyl-3,4-dihydro-2H-

benzo[b][1,4]oxazin-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylpropan-1-

one 

33 

 

 

(S)-(5-((3,4-dihydro-2H-

benzo[b][1,4]oxazin-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)(tetrahydro-2H-pyran-3-

yl)methanone 

34 

 

 

(R)-(5-((3,4-dihydro-2H-

benzo[b][1,4]oxazin-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)(tetrahydro-2H-pyran-3-

yl)methanone 

35 

 
 

 

(S)-1-(5-((3,4-dihydro-2H-

benzo[b][1,4]oxazin-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylpropan-1-

one 

36 

 

 

(5-((3,4-dihydro-2H-benzo[b][1,4]oxazin-

6-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(1-

(methoxymethyl)cyclopropyl)methanone 

37 

 

 

1-(5-((3,4-dihydro-2H-

benzo[b][1,4]oxazin-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2,2-dimethylpropan-

1-one 
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38 

 

 

1-(5-((3,4-dihydro-2H-

benzo[b][1,4]oxazin-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-3-methylbutan-1-

one 

39 

 

 

(5-((3,4-dihydro-2H-benzo[b][1,4]oxazin-

6-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(tetrahydrofuran-3-yl)methanone 

40 

 

 

3-hydroxy-1-(5-((4-

methoxyphenyl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)propan-1-one 

41 

 

 

(S)-1-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-(pyridin-2-

yl)propan-1-one 

42 

 

 

(R)-1-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-(pyridin-2-

yl)propan-1-one 

43 

 

 

(5-(benzo[d]thiazol-6-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(2,3-dihydrobenzofuran-3-

yl)methanone 

O

O

N

N
S

O

O

S

N
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44 

 

 

(R)-(5-(pyridin-2-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(tetrahydro-2H-pyran-3-yl)methanone 

45 

 

 

(S)-(5-(pyridin-2-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(tetrahydro-2H-pyran-3-yl)methanone 

46 

 

 

3-hydroxy-1-(5-((4-methyl-3,4-dihydro-

2H-benzo[b][1,4]oxazin-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-2-phenylpropan-1-one 

47 

 

 

(5-((4-methyl-3,4-dihydro-2H-

benzo[b][1,4]oxazin-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)(tetrahydrofuran-3-

yl)methanone 

48 

 

 

1-(5-(benzo[d]thiazol-6-ylsulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylpropan-1-

one 

49 

 

 

1-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylpropan-1-

one 

O

O
N

N
S

O

O

O

N
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50 

 

(2S)-3-hydroxy-2-phenyl-1-[5-(pyridine-

3-sulfonyl)- 1H,2H,3H,4H,5H,6H-

pyrrolo[3,4-c]pyrrol-2-yl]propan-1-one 

51 

 

(2S)-3-hydroxy-2-phenyl-1-[5-(pyridine-

2-sulfonyl)- 1H,2H,3H,4H,5H,6H-

pyrrolo[3,4-c]pyrrol-2-yl]propan-1-one 

52 

 

(2S)-3-hydroxy-2-phenyl-1-(5-{[6-

(trifluoromethyl)pyridin-3-yl]sulfonyl}-

1H,2H,3H,4H,5H,6H-pyrrolo[3,4-c]pyrrol-

2-yl)propan-1-one 

53 

 

 

3-methoxy-1-(5-((4-methyl-3,4-dihydro-

2H-benzo[b][1,4]oxazin-6-yl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)propan-1-one; and 

54 

 

 

1-(5-((4-

(difluoromethoxy)phenyl)sulfonyl)-

3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxypropan-1-one. 

55 

 

(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(tetrahydrofuran-3-yl)methanone 

56 

 

(5-(benzo[d]thiazol-6-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)(morpholin-3-yl)methanone 
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57 

 

1-(5-((2,3-dihydrobenzo[b][1,4]dioxin-6-

yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-methoxypropan-1-one; and 

58 

 

1-(5-(benzofuran-5-ylsulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-

3-methoxypropan-1-one, 

or a pharmaceutically acceptable salt thereof. 

 

16.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is (S)-1-(5-((2,3-dihydro-[1,4]dioxino[2,3-b]pyridin-7-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-3-hydroxy-2-phenylpropan-1-one. 

 

17.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is (R)-1-(5-((2,3-dihydro-[1,4]dioxino[2,3-b]pyridin-7-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-3-hydroxy-2-(pyridin-2-yl)propan-1-one. 

 

18.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the  

compound is (2S,3R and 2R,3S)-1-(5-((4-(difluoromethoxy)phenyl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-3-hydroxy-2-phenylbutan-1-one. 

 

19.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is (2R,3R and 2S,3S)-1-(5-((4-(difluoromethoxy)phenyl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-3-hydroxy-2-phenylbutan-1-one. 

 

20.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is (S)-1-(5-(benzo[d]thiazol-6-ylsulfonyl)-3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylpropan-1-one. 
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21.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is (S)-1-(5-((4-(difluoromethoxy)phenyl)sulfonyl)-3,4,5,6-tetrahydropyrrolo[3,4-

c]pyrrol-2(1H)-yl)-3-hydroxy-2-phenylpropan-1-one. 

 

22.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is 1-(5-((3,4-dihydro-2H-benzo[b][1,4]oxazin-6-yl)sulfonyl)-3,4,5,6-

tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-yl)-3-hydroxy-2,2-dimethylpropan-1-one. 

 

23.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is (S)-1-(5-((4-(difluoromethoxy)phenyl)sulfonyl)-3,4,5,6-tetrahydropyrrolo[3,4-

c]pyrrol-2(1H)-yl)-3-hydroxy-2-(pyridin-2-yl)propan-1-one. 

 

24.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is 1-(5-(benzo[d]thiazol-6-ylsulfonyl)-3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-2(1H)-

yl)-3-hydroxy-2-phenylpropan-1-one. 

 

25.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is 1-(5-((4-(difluoromethoxy)phenyl)sulfonyl)-3,4,5,6-tetrahydropyrrolo[3,4-c]pyrrol-

2(1H)-yl)-3-hydroxy-2-phenylpropan-1-one. 

 

26.  The compound of claim 15, or a pharmaceutically acceptable salt thereof, wherein the 

compound is (2S)-3-hydroxy-2-phenyl-1-[5-(pyridine-2-sulfonyl)-1H,2H,3H,4H,5H,6H-

pyrrolo[3,4-c]pyrrol-2-yl]propan-1-one. 

 

27.  A pharmaceutical composition, comprising a compound of any one of claims 1-26, or a 

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier. 

 


