
Claims 

What is claimed is: 

1. A compound of Formula: 

(R6A)ni  

1 
ers'''°""  •F21--Nr 

R2  

or a pharmaceutically acceptable salt or quaternary amine salt thereof; 

wherein: 

m is 0, 1, 2, 3, or 4; 

(R7) 	(R7),, 	(R-7)n 
n 
.- 	N 	i'\ 	N 

ri N \ 
RI  and R2  are joined to foiiii a ring of formula: G----/ 	, 	GJ 	, or G.,,..-- 	. 

n is 0, 1, or 2; 

each instance of R 6A  is independently halogen, -NO2, -CN, -OR 6C, SRoC, N(R6c)2, - 

C(=0)R6c, -C(=0)0R6c, -C(-0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; 

wherein each instance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, 

optionally substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, 

an oxygen protecting group when attached to oxygen, a sulfur protecting group when attached to 

sulfur, or a nitrogen protecting group when attached to nitrogen, optionally when attached to N 

the two R6C  groups may be joined to form an optionally substituted heterocyclyl or optionally 

substituted heteroaryl ring. 

G is -NH-, -NR'-, -CH2-, -CH(R7)-, or -C(R7)2-; 

each instance of R7  is independently amino, hydroxyl, halogen, optionally substituted 

alkyl, 	optionally substituted alkenyl, 	optionally substituted alkynyl, 	optionally substituted 

carbocyclyl, 	optionally 	substituted 	heterocyclyl, 	optionally 	substituted 	aryl, 	optionally 
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substituted heteroaryl, substituted amino, substituted hydroxyl, thiol, substituted thiol, carbonyl, 

sulfonyl, sulfinyl, or a nitrogen protecting group when attached to a nitrogen atom; and 

optionally wherein two R7 	groups are joined to 	form an optionally substituted 

carbocyclyl, 	optionally 	substituted heterocyclyl, 	optionally 	substituted 	aryl, 	or 	optionally 

substituted heteroaryl ring, or an oxo (=0) group; 

2. 	The compound of claim 1 of Formula: 

(R6A), 
N 

/ 

or a pha 	1 iaceutically acceptable salt or quaternary amine salt thereof; 

wherein: 

n is 0, 1, or 2; 

m is 0, 1, 2, 3, or 4; 

G is -NH-, -NR7-, -CH2-, -CH(R7)-, or -C(R7)2-; 

each instance of R7  is independently amino, hydroxyl, halogen, optionally substituted 

alkyl, optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, optionally 

substituted heteroaryl, substituted amino, substituted hydroxyl, thiol, substituted thiol, carbonyl, 

sulfonyl, sulfinyl, or a nitrogen protecting group when attached to a nitrogen atom; 

optionally wherein two R7  groups are joined to form an optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, or optionally 

substituted heteroaryl ring, or an oxo (=0) group; 

each instance of R6A  is independently halogen, -NO2, -CN, -0R6c, SR6C, N(R6c)2, - 

C(=0)R6c, -C(=0)0R6c, -C(=0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; and 

wherein each instance of R6c  is independently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, 
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optionally substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, 

an oxygen protecting group when attached to oxygen, a sulfur protecting group when attached to 

sulfur, or a nitrogen protecting group when attached to nitrogen, optionally when attached to N 

the two R6C  groups may be joined to form an optionally substituted heterocyclyl or optionally 

substituted heteroaryl ring. 

3. The compound of claim 2, wherein m and n are independently 0, 1, or 2. 

4. The compound of claim 3, wherein m is 0 and n is 1. 

5. The compound of claim 4, wherein G is -CH2-, —CH(R7)-, or -C R7 	and each instance of 

R7  is independently hydroxyl, amino, or halogen. 

6. The compound of claim 5, wherein G is —CH(R7) and each instance of R7  is hydroxyl. 

7. The compound of claim 3 wherein m is 0 and n is 0. 

8. The compound of claim 7, wherein G is —CH(R7)- and R7  is amino. 

9. The compound of claim 1 of Formula: 

(R6A)m  

‘ 

(R7), 
/ 
„soot.. 

GPI  
or a pharmaceutically acceptable salt or quaternary amine salt thereof; 

wherein: 

n is 0, 1, or 2; 

m is 0, 1, 2, 3, or 4; 

G is -0-, -S-, -NH-, -NR7-, -CH2-, -CH(R )-, or -C(R7)2-; 

each instance of R7  is independently amino, hydroxyl, halogen, optionally substituted 

alkyl, optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, optionally 
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substituted heteroaryl, substituted amino, substituted hydroxyl, thiol, substituted thiol, carbonyl, 

sulfonyl, sulfinyl, or a nitrogen protecting group when attached to a nitrogen atom; 

optionally wherein two R7  groups are joined to form an optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, or optionally 

substituted heteroaryl ring, or an oxo (=0) group; 

each instance of R6A  is independently halogen, -NO2, -CN, -0R6c, SR6c, N(R %, - 

C(=0)R6c, -C(=0)0R6c, -C(=0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; and 

wherein each instance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, 

optionally substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, 

an oxygen protecting group when attached to oxygen, a sulfur protecting group when attached to 

sulfur, or a nitrogen protecting group when attached to nitrogen, optionally when attached to N 

the two R6C  groups may be joined to form an optionally substituted heterocyclyl or optionally 

substituted heteroaryl ring. 

10. The compound of claim 9, wherein m and n are independently 0, 1, or 2. 

11. The compound of claim 10, wherein m and n are 0. 

12. The compound of claim 11, wherein G is -CH2-, —CH(R7)-, or -C(R7)2-, and R7  is hydroxyl, 

amino, or halogen. 

13. The compound of claim 12, wherein G is —CH(R7)-, and R7  is hydroxyl. 

14. The compound of claim 12, wherein G is —CH(R7)-, and R7  is amino. 

15. The compound of claim 1 of Formula: 
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---- 	Reik)m  
/____\---------1:1 

\ 	/ 

(R7)n  ..--- 1\P„,  r G,,,„,..„,- 

or a pharmaceutically acceptable salt or quaternary amine salt thereof; 

wherein: 

n is 0, 1, or 2; 

m is 0, 1, 2, 3, or 4; 

G is -0-, -S-, -NH-, -NR7-, -CH2-, -CH(R7)-, or -C(R7)2-; 

each instance of R7  is independently amino, hydroxyl, halogen, optionally substituted 

alkyl, optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, optionally 

substituted heteroaryl, substituted amino, substituted hydroxyl, thiol, substituted thiol, carbonyl, 

sulfonyl, sulfonyl, or a nitrogen protecting group when attached to a nitrogen atom; 

optionally wherein two R7  groups are joined to form an optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, or optionally 

substituted heteroaryl ring, or an oxo (=0) group; 

each instance of R6A  is independently halogen, -NO2, -CN, -0R6C, sR6C, N(R6C
)2, 

 _ 

C(=0)R6C, -C(=0)0R6C, -C(----0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; and 

wherein each instance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, 

optionally substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, 

an oxygen protecting group when attached to oxygen, a sulfur protecting group when attached to 

sulfur, or a nitrogen protecting group when attached to nitrogen, optionally when attached to N 

the two R6C  groups may be joined to form an optionally substituted heterocyclyl or optionally 

substituted heteroaryl ring. 

16. The compound of claim 15, wherein m and n are independently 0, 1, or 2. 

214 



17. The compound of claim 16, wherein G is -0-, -CH2-, —CH(R7)-, or -C(R7)2-, and each 

instance of R7  is independently hydroxyl, amino, or halogen. 

18. The compound of claim 2, wherein the compound is selected from the group consisting of: 
.. 

N N 
/„so 40‘ 

/ 

37A 	

IP  .( 1111‘‘  
31A 

leo 

.., 

N 

. 	 •• . 36A 35A 

N 

, 

Me 
N Me 

., 

,..- 	...,.. 

N IP , 

38A 	 • / Cs 

Me 

19A 
, 

/ N 

HO 	
.,' 65A 

„ 

and pharmaceutically 

CO2H 

acceptable salts thereof. 

19. The compound of claim 9, wherein the compound is selected from the group consisting of: 

/ 

.., 

Me  	 N 	 / 
..... 000 

Me 
,.., 

N 

70A 
N‘' H 18A 

HO

Me 
,s.  

lo st . 
N 

t 
69A 

Me 

Hd 
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and pharmaceutically acceptable salts thereof 

20.  The compound of claim 15, wherein the compound is selected from the group consisting of: 

,..- 	.s., 
Me 

..* 
15A 	 16A 

Me 

and pharmaceutically acceptable salts thereof 

21.  A pharmaceutical composition comprising a compound according to any one of claims 1 to 

20, or a pharmaceutically acceptable salt thereof, in combination with a pharmaceutically 

acceptable excipient. 

22.  Use of a compound according to any one claims 1 to 20, or a pharmaceutically acceptable 

salt, in the manufacture of a medicament for the treatment of a medical condition by 

inhibiting CDK8 and/or CDK19 kinase activity in a subject. 

23.  The use of claim 22, wherein the condition is a diabetic condition, an inflammatory 

condition, macular degeneration, obesity, atherosclerosis, a condition associated with 

angiogenesis, or a proliferative disorder. 

24.  The use of claim 23, wherein the condition is a proliferative disorder and the proliferative 

disorder is primary myelofibrosis (PMF). 

25.  The use of claim 22, wherein the condition is a cancer. 

26.  The use of claim 25, wherein the cancer is a solid tumor or a hematopoietic cancer. 

27.  The use of claim 26, wherein the cancer is a hematopoietic cancer, and the hematopoietic 

cancer is selected from multiple myeloma, lymphoma, and acute myelocytic leukemia 

(AML). 

28.  The use of any one of claims 22 to 27, wherein the subject is a human. 
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29. A compound of formula: 

(R6A)m  

HO'' 

40, 
H 	 (D-2-h 	, 

or a pharmaceutically acceptable salt thereof; 

wherein: 

m is 0, 1, 2, 3, or 4; 

each instance of R6A  is independently halogen, -NO2, -CN, -0R6c, SR6c', N(R6)2, - 

C(-----0)R6c, -C(=0)0R6c, -C(=0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; and 

wherein each instance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, 

optionally substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, 

an oxygen protecting group when attached to oxygen, a sulfur protecting group when attached to 

sulfur, or a nitrogen protecting group when attached to nitrogen, optionally when attached to N 

the two R6C  groups may be joined to fonn an optionally substituted heterocyclyl or optionally 

substituted heteroaryl ring. 

30. A compound of formula: 

(R6A)ra  

HO 

40, 
H 	 (D-1-h-ii) 

or a phannaceutically acceptable salt thereat 

wherein: 

m is 0, 1, 2, 3, or 4; 

each instance of R6A  is independently halogen, -NO2, -CN, -0R6c, SR6c, N(R )2, - 

C(=0)R6c, -C(=0)0R6c, -C(=0)N(R6c)2, optionally substituted alkyl, optionally substituted 
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alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; and 

wherein each instance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, 

optionally substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, 

an oxygen protecting group when attached to oxygen, a sulfur protecting group when attached to 

sulfur, or a nitrogen protecting group when attached to nitrogen, optionally when attached to N 

the two R6C  groups may be joined to form an optionally substituted heterocyclyl or optionally 

substituted heteroaryl ring. 

31. A compound of formula: 

(R6A)m  
R4  

(a) , 	
(b ) 	R 	\ 

‘01 II, .. 

'',0 ‘̀  
R°  

1-1 	 (E-2-h-i), 

or a pharmaceutically acceptable salt thereof; 

wherein: 

m is 0, 1, 2, 3, or 4; 

R4  is hydrogen, halogen, optionally substituted alkyl, or -Si(RA)3; 

R5  is hydrogen, halogen, or optionally substituted alkyl; 

each instance of —, designated as (a) and (b) represents a single or double bond; 

R°  is optionally substituted alkyl, optionally substituted alkenyl, optionally substituted 

alkynyl, optionally substituted carbocyclyl, optionally substituted heterocyclyl, optionally 

substituted aryl, optionally substituted heteroaryl, -C(=0)RA, -C(=0)0RA, -C(=0)N(RA)2, or an 

oxygen protecting group. 

each instance of RA  is independently hydrogen, optionally substituted alkyl, optionally 

substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally 

substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, carbonyl, 

silyl, an oxygen protecting group when attached to oxygen, a sulfur protecting group when 

attached to sulfur, or a nitrogen protecting group when attached to nitrogen; optionally when 
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attached to N the two RA  groups may be joined to form an optionally substituted heterocyclyl or 

optionally substituted heteroaryl ring; 

each instance of R6A  is independently halogen, -NO2, -CN, -0R6c, SR°c, N(R6C)2, - 

C(=0)R6c, -C(=0)0R6c, -C(=0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; and 

wherein each instance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, 

optionally substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, 

an oxygen protecting group when attached to oxygen, a sulfur protecting group when attached to 

sulfur, or a nitrogen protecting group when attached to nitrogen, optionally when attached to N 

the two R6C  groups may be joined to form an optionally substituted heterocyclyl or optionally 

substituted heteroaryl ring. 

32. The compound of claim 31, wherein the compound is selected from the group consisting of: 

•,, 
Me 

N 

Me0 .--,0  s 	 63A 

•..., 
Me 

N •   

*s   Me0* 	
64A 

....., 
Me 

O 	/ 	
iN 

Me 	0, 
 op ... 0 ..... 

68A 
H 

and pharmaceutically acceptable salts thereof. 

33. A compound of formula: 
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(R6A)
m 

 

R4  
(b) 	R3 	\ 

Ro
N0

R5 
 

(a) , 

(E-1-h-i), 

or a pharmaceutically acceptable salt thereo • 

wherein: 

m is 0, 1, 2, 3, or 4; 

R4  is hydrogen, halogen, optionally substituted alkyl, or -Si(RA)3; 

R5  is hydrogen, halogen, or optionally substituted alkyl; 

each instance of ----, designated as (a) and (b) represents a single or double bond; 

R°  is optionally substituted alkyl, optionally substituted alkenyl, optionally substituted 

alkynyl, optionally substituted carbocyclyl, optionally substituted heterocyclyl, optionally 

substituted aryl, optionally substituted heteroaryl, -C(=0)RA, -C(=0)0RA, -C(=0)N(RA)2, or an 

oxygen protecting group. 

each instance of RA  is independently hydrogen, optionally substituted alkyl, optionally 

substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally 

substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, carbonyl, 

silyl, an oxygen protecting group when attached to oxygen, a sulfur protecting group when 

attached to sulfur, or a nitrogen protecting group when attached to nitrogen; optionally when 

attached to N the two RA  groups may be joined to form an optionally substituted heterocyclyl or 

optionally substituted heteroaryl ring; 

each instance of R6A  is independently halogen, -NO2, -CN, -0R6C
, SR6C, N(R6C)

2, 
 _ 

C(=.0)R6C, -C(=0)0R6C, -C(=0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; and 

wherein each instance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, 

optionally substituted heterocyclyl, optionally substituted aryl, optionally substituted heteroaryl, 

an oxygen protecting group when attached to oxygen, a sulfur protecting group when attached to 

sulfur, or a nitrogen protecting group when attached to nitrogen, optionally when attached to N 
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the two R6C  groups may be joined to form an optionally substituted heterocyclyl or optionally 

substituted heteroaryl ring. 

34. A compound of Formula: 

.., 
Me 

, 	 N 

00
0.  	 

HON'' 	 H 17A 

or a pharmaceutically acceptable salt thereof. 

35. A pharmaceutical composition comprising compound: 

,, 
Me 

V 	 '.. 	iN 
0.0 	 

HO'' 	 H 17A 

or a phaimaceutically acceptable salt thereof, and a pharmaceutically acceptable excipient. 

36. Use of a compound: 

Me 
••• 	N 

• . 0 

HO's. 	 H 17A 

or a phaimaceutically acceptable salt optionally in a pharmaceutical composition thereof for 

the manufacture of a medicament for the treatment of a medical condition by inhibiting 

CDK8 and/or CDK19 kinase activity in a subject. 

37. The use of claim 36, wherein the condition is a diabetic condition, an inflammatory 

condition, macular degeneration, obesity, atherosclerosis, a condition associated with 

angiogenesis, or a proliferative disorder. 

38. The use of claim 37, wherein the condition is a proliferative disorder and the proliferative 

disorder is primary myelofibrosis (PMF). 

39. The use of claim 36, wherein the condition is a cancer. 
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40. The use of claim 39, wherein the cancer is a solid tumor or a hematopoietic cancer. 

41. The use of claim 40, wherein the cancer is a hematopoietic cancer, and the hematopoietic 

cancer is selected from multiple myeloma, lymphoma, and acute myelocytic leukemia 

(AML). 

42. The use of any one of claims 36 to 41, wherein the subject is a human. 

43. The compound of claim 30, wherein the compound is: 

... 
Me 

, 	 N 

.0.0  

HO 	 H 	 17B 

or a pharmaceutically acceptable salt thereof. 

44. A compound according to any one claims 1 to 20, or a pharmaceutically acceptable salt, 

optionally in a pharmaceutical composition, for use in therapy. 

45. A compound: 

.... 
Me 

N IP %. 
HO's' 	 H 	17A 

or a pharmaceutically acceptable salt optionally in a pharmaceutical composition thereof for use 

in therapy. 
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WO-2015/400420 	PETIUS2014/4q2365 	 

Claims 

What is claimed is: 

1. 	A compound of Formula (A): 

R4  
(b) 	R3  RBI 

II0 (a) , 

% 	111 (c 

Ri—N 

R2 	 (A), 

or a pharmaceutically acceptable salt, quaternary amine salt, or N-oxidf thereof; 

wherein: 

121  is hydrogen, optionally substituted alkyl, optionally s a stituted alkenyl, optionally 

substituted alkynyl, optionally substituted carbocyclyl, option 	ly substituted heterocyclyl, 

optionally substituted aryl, optionally substituted heteroary , -ORA, -SRA, -N(RA)2, - 

C(=0)RA, -C(=0)0RA, -C(=0)N(RA)2, -S(=0)2RA, or a itrogen protecting group; 

R2  is hydrogen, optionally substituted alkyl, 	tionally substituted alkenyl, optionally 

substituted alkynyl, optionally substituted carboc 	lyl, optionally substituted heterocyclyl, 

optionally substituted aryl, optionally substitut 	heteroaryl, -C(=0)RA, -C(.0)0RA, - 

C(=0)N(RA)2, -S(=0)2RA, or a nitrogen prot cting group; 

or RI  and R2  are joined to form 	optionally substituted heterocyclyl or optionally 

substituted heteroaryl; 

R3  is hydrogen or optionall 	substituted alkyl; 

R4  is hydrogen, halogen, optionally substituted alkyl, or -Si(RA)3; 

R5  is hydrogen, halo 	n, or optionally substituted alkyl; 

each instance of - 	-, designated as (a), (b), and (c), represents a single or double 

bond, provided that w 	. designated as (c) represents a double bond, then one of RBI  

and RB2  is absent, am • provided that when . designated as (c) represents a single bond, 

then both RBI  an' RB2  are present; 

each • 	ance of RBI  and RB2  is, independently, hydrogen, -Ll -RB3, or —XARA  wherein 

XA  is —0-, 	or -N(RA)-; or RBI  and RB2  are joined to form an oxo group, provided that at 

least on! of RBI  and RB2  is not hydrogen; 

L1  is a bond, —C(=0)—, --C(=0)0—, —C(=0)S—, —C(=0)N(RL)—, or -N(RL)- (C(R 	)2)p-, 

w erein RL  is hydrogen, optionally substituted alkyl, or a nitrogen protecting group, each 
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instance of R 	is independently hydrogen, halogen, or optionally substituted alkyl, and p is 

0, 1, or 2; 

RB3  is hydrogen, optionally substituted alkyl, optionally substituted alkenyl, 

optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl, prov 	ed that 

when L1  is a bond, then RB3  is not hydrogen; and 

each instance of RA  is independently hydrogen, optionally substitute 	alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted 	yl, optionally 

substituted heteroaryl, carbonyl, silyl, an oxygen protecting group 	en attached to oxygen, a 

sulfur protecting group when attached to sulfur, or a nitrogen pro ecting group when attached 

to nitrogen; optionally when attached to N the two RA  groups 	ay be joined to form an 

optionally substituted heterocyclyl or optionally substitute+ 	eteroaryl ring; and optionally 

when RB1  and RB2  are each —XARA  then two RA  groups ►  ay be joined to facin an optionally 

substituted heterocyclyl ring; 

provided the compound is not: 

'•• 	 .... 
Me 

 / 	 N 	 • N 

... .0 ..... 	 op 	 
Me, olio, 	 Me,„ 

14A 	

.. 
N` 	 N.  
1 	 I 
Me 	 or 	Me 

or a pharmaceutically acceptable sa 	thereof. 

2. The compound of clai 	1, wherein each instance of RI  and R2  is hydrogen. 

3. The compound 	claim 1, wherein R is hydrogen, and R2 is optionally substituted 

alkyl. 

4. The col pound of claim 3, wherein Rl  is hydrogen, and R2  is —CH3. 

5. T e compound of claim 1, wherein each instance of R1  and R2  is independently 

opt o , ly substituted alkyl. 
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6. The compound of claim 1, wherein at least one of RI  and R2  is alkyl substituted with 

one or more amino, substituted amino, hydroxyl, substituted hydroxyl, thiol, substituted this'  

or sulfonyl substituents. 

7. The compound of claim 6, wherein at least one of RI  and R2  is a group of f 	ula: 

z. L„‘,.\, 
k-ip 

wherein: 

pis 1, 2, 3, 4, 5, or 6; and 

Z is -CH2Xz, -CH(Xz)2, -00635 —ORz, —sRz
,  _

N(Rz
)2,  _ S(0 N(Rz)2, 

RzO 	RZ  

z R 0 
0 	, 	0 	, or 	 , 

wherein each instance of Rz  is independently hydr gen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted al ynyl, optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, op onally substituted aryl, optionally 

substituted heteroaryl, -C(=0)Rz, -C(=0)0Rz, - 	=0)N(Rz)2, an oxygen protecting group 

when attached to oxygen, a sulfur protecting 	oup when attached to sulfur, or a nitrogen 

protecting group when attached to nitroge 	optionally when attached to N the two Rz  groups 

may be joined to form an optionally sub tnuted heterocyclyl or optionally substituted 

heteroaryl ring; 

each instance of XZ  is inde endently fluoro, chloro, bromo, or iodo; and 

w is an integer between 	and 10, inclusive. 

8. The compound of laim 1, wherein R1  is -S(=0)2RA  and R2  is optionally substituted 

alkyl. 

9. The com ound of claim 1, wherein R1  and R2  are joined to form an optionally 

substituted h- 	ocyclyl. 

10. e compound of claim 9, wherein R1  and R2 are joined to form an optionally 

subst. 	ted aziridinyl, optionally substituted azetidinyl, optionally substituted pyrrolidinyl, 

op onally substituted imidn7olidine-2,4-dione, optionally substituted piperidinyl, or 

p ionally substituted morpholinyl. 
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11. The compound of any one of claims 1 to 10, wherein R3  is optionally substituted 

alkyl. 

12. The compound of claim 11, wherein R3  is —CH3. 

13. The compound of any one of claims 1 to 12, wherein R4  is hydrogen 

14. The compound of any one of claims 1 to 13, wherein R5  is hyd •gen. 

15. The compound of any one of claims 

as (a), and (b) is a double bond. 

1 to 14, wherein eac'instance of . designated 

16. The compound of any one of claims 

a single bond. 

1 to 15, whe. em . designated as (c) represents 

17. The compound of any one of claims 1 t. 16, wherein RBI  is La_RB3  and R B 2  is 

hydrogen. 

18. The compound of claim 17, wh. ein L1  is a bond. 

19. The compound of claim 17 •r 18, wherein -L1-03  is: 

(;-;. "r1- (R6A)ni  

L.  ....7•S'..„.%)1,..,......../.„..." N 
Li  

wherein: 

each instanc of R6A  is independently halogen, -NO2, -CN, -0R6c, sR6c
, 
 N(R6c)2, - 

c(.0)R6c
,  -C ( z. 	0R6c, -C(=0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, optio = lly substituted alkynyl, optionally substituted carbocyclyl, optionally 

substituted 	eterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; 

erein each instance of R 	is independently hydrogen, optionally substituted alkyl, 

optio r ally substituted alkenyl, optionally substituted alkynyl, optionally substituted 

cabocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, optionally 

substituted heteroaryl, an oxygen protecting group when attached to oxygen, a sulfur 
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protecting group when attached to sulfur, or a nitrogen protecting group when attached to 

nitrogen, optionally when attached to N the two R6C  groups may be joined to form an 

optionally substituted heterocyclyl or optionally substituted heteroaryl ring; and 

m is 0 or an integer between 1 and 4, inclusive. 

20. The compound of any one of claims 1 to 19, wherein the compound of 	•rmula (A) is 

of Formula (A-1): 

R4  
(b) 	R3  RB1 (a) .  

.." 1 I RB2 

..,• 	' (c) 

R1— N 
1 

R2 	 (A-1), 

or a pharmaceutically acceptable salt, quaternary amine salt or N-oxide thereof. 

21. The compound of any one of claims 1 to 19, w e -ein the compound of Formula (A) is 

of Formula (A-2): 

R4  
R3  RB1 

O 
„,,RB2 

RN
1—  

I 
R2 	 (A-2) 

or a pharmaceutically acceptable s 	t, quaternary amine salt, or N-oxide thereof. 

22. The compound of an lone of claims 1 to 19, wherein the compound is of Formula (A-

a), (A-b), or (A-c): 

R4  

R5 	(a) e 	
(b) 	R3  RB1 

. , i  ,RB2 

(R7)n 

ri-N 
• .. (c) 

G-.—/ 

	

	 (A-a), 

R4  
(b) 	R3  RE)1 

R5 	(a) , 
„ , IR B2 

(R7)n 

0,, 

,,.On ,, .. (c) 
\"..,, 

c
G
,N  

(A-b), 
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Or 

R4  
(b) 	R3  R81 

R5 	
(a) 

./ „,,R132 
(R7) 	 1 "" 
‘,

12
..... 
	„ 00 (c) 
N 

G,,.....) 	 (A-c), 

or a pharmaceutically acceptable salt, quaternary amine salt, or N-oxide there• , 

wherein: 

G is -0-, -S-, -NH-, -NR7-, -CH2-, -CH(R7)-, or -C(R7)2-; 

each instance of R7  is independently halogen, optionally subs tuted alkyl, optionally 

substituted alkenyl, optionally substituted alkynyl, optionally subs' tuted carbocyclyl, 

optionally substituted heterocyclyl, optionally substituted aryl, Optionally substituted 

heteroaryl, amino, substituted amino, hydroxyl, substituted 	droxyl, thiol, substituted thiol, 

carbonyl, sulfonyl, sulfinyl, or a nitrogen protecting grou r when attached to a nitrogen atom; 

optionally wherein two R7  groups are joined to, orm an optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, op onally substituted aryl, or optionally 

substituted heteroaryl ring, or an oxo (=0) group., and 

n is 0, 1, 2, 3, or 4. 

23. 	The compound of claim 22, wh- 'ein the compound is: 

---- 	(Rsik),,  
/„....!--------11 k 	/ 

1• 
(R7), 	401 

r' 
G 

Au ..
• 

or a pharmaceutically cceptable salt, quaternary amine salt, or N-oxide thereof; 

wherein: 

each ins nce of R6A  is independently halogen, -NO2, -CN, -0R6c, SR 6C, N(R 	)2, - 

C(=0)R6c, - 	—0)0R6c, -C(=0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, o 	onally substituted alkynyl, optionally substituted carbocyclyl, optionally 

substit 	d heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl; 

wherein each instance of R 	is independently hydrogen, optionally substituted alkyl, 

o tionally substituted alkenyl, optionally substituted alkynyl, optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, optionally 
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substituted heteroaryl, an oxygen protecting group when attached to oxygen, a sulfur 

protecting group when attached to sulfur, or a nitrogen protecting group when attached to 

nitrogen, optionally when attached to N the two R6C  groups may be joined to form an 

optionally substituted heterocyclyl or optionally substituted heteroaryl ring; and 

m is 0 or an integer between 1 and 4, inclusive. 

24. The compound of claim 22, wherein the compound is: 

(R6A)  

\ 

(R7), 

rt—ws 
11101.— „0 ( 

G-J 

or a pharmaceutically acceptable salt, quaternary amine salt 	r N-oxide thereof; 

wherein: 

each instance of R6A  is independently halogen, 	02, -CN, -0R6c, SR6C, N(R 	)2, - 
c(=0)R6c

, 
 -C(=0)0R6c, -C(=0)N(R6c)2, optionall 	substituted alkyl, optionally substituted 

alkenyl, optionally substituted alkynyl, optional 	substituted carbocyclyl, optionally 

substituted heterocyclyl, optionally substitutes aryl, or optionally substituted heteroaryl; 

wherein each instance of R6C  is in 	pendently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optional 	substituted alkynyl, optionally substituted 

carbocyclyl, optionally substituted 	r  terocyclyl, optionally substituted aryl, optionally 

substituted heteroaryl, an oxygen 	rotecting group when attached to oxygen, a sulfur 

protecting group when attache 	to sulfur, or a nitrogen protecting group when attached to 

nitrogen, optionally when a ached to N the two R6C  groups may be joined to form an 

optionally substituted he rocyclyl or optionally substituted heteroaryl ring; and 

m is 0 or an i 	eger between 1 and 4, inclusive. 

• 

25. The co 	ound of claim 1, wherein the compound is: 

(R6A)m  

0 . s,.0 .... 	
• 

or a pharmaceutically acceptable salt, quaternary amine salt, or N-oxide thereof; 
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wherein: 

each instance of R6A  is independently halogen, -NO2, -CN, -0R6C, sR6C, N(R6C
)2,  .. 

c(=o)R6C
, 
 _ C(=O)OR6c, -C(=0)N(R6c)2, optionally substituted alkyl, optionally substitu -d 

alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally 

substituted heterocyclyl, optionally substituted aryl, or optionally substituted hetero ryl; 

wherein each instance of R6C  is independently hydrogen, optionally subs tuted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally subs 'tuted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted ary 	optionally 

substituted heteroaryl, an oxygen protecting group when attached to ox, gen, a sulfur 

protecting group when attached to sulfur, or a nitrogen protecting 	p when attached to 

nitrogen, optionally when attached to N the two R6C  groups may r - joined to form an 

optionally substituted heterocyclyl or optionally substituted he 	roaryl ring; and 

m is 0 or an integer between 1 and 4, inclusive. 

26. 	The compound of claim 1, wherein the compo j nd is: 

	

---... 	(R6A)  

-------rN 	m  1 	/ 

0 ‘ s 00 I i , . • 
•,. 	„ 

N k  
H 

or a pharmaceutically acceptable salt Iuaternary amine salt, or N-oxide thereof; 

wherein: 

each instance of R6A  is ' dependently halogen, -NO2, -CN, -0R6C, sR6C, N(R6C
)2, 

 _ 

C(=0)R6C, -C(=0)0R6C, -C 	0)N(R6C)2, optionally substituted alkyl, optionally substituted 

alkenyl, optionally substi 	ted alkynyl, optionally substituted carbocyclyl, optionally 

substituted heterocycl 	, optionally substituted aryl, or optionally substituted heteroaryl; 

wherein eac 	instance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally substi 	ted alkenyl, optionally substituted alkynyl, optionally substituted 

carbocyclyl, 0 etionally substituted heterocyclyl, optionally substituted aryl, optionally 

substitute• 	eteroaryl, an oxygen protecting group when attached to oxygen, a sulfur 

protecti g group when attached to sulfur, or a nitrogen protecting group when attached to 

nitrogen, optionally when attached to N the two R6C  groups may be joined to form an 

oTonally substituted heterocyclyl or optionally substituted heteroaryl ring; and 

m is 0 or an integer between 1 and 4, inclusive. 
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27. 

consisting 

The compound of 

of: 

claim 1, wherein the compound is selected from the group 

Me 

/ N 

Me 
N 
1 14B 
Me , 

\ 

40/0... 
N 

\
...• 

 /.0.... 
.• 

Me 
N 

15B 15A 

, 

\ 

, 

\ 

40/0... 
N  

00 < .... 
N 

 
16B , 

16A 
.,, N 

Me , 

Me 
**.. 

N Me 
%.,, 

.0 • .... 0 
N 

0 

18B 

N N 

GNP, 

.000 .... Me 

18A 
, 

19B Cil`' 	 H 19A 

\ \ 

N N 

Me 
Me 

'''0 ..... 
w@ 01110,  

I 
Me x° 0 

Me
***IV 

Me I 
Me 	0 Xc 

, 

1140:1 	..**1\1 N 

Me COL. 
N 23B 

.*4 Me , • 	. 
N''

• 	 h1 23A 
I 

, Me  
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Me 
N 

1/0 
s' 	

.. 	. 	. 
5 	H 

H 

N 

24B 
, 

Me, 	.1111111** 
N 
H 24A 

/ N 7 
H3C 	

110 „Am... 
N 

H3C., 	
0 11111.s,00111— 
, 

11‘ 
CH3  C

I 
H3 

1 

, 

"fie 

 

, 

01. 001.,.. N  % 	Hu.. 

IP * 0% 

, 

Z 

, 

100,001.... 0" 1111111 
.0 

 Di. .. 

Me 

.0  ..... 
N 

, 

\ 
N N  Me 

o — 

....... 
\ N Me 

10 0 

, 
0.. 

001 /, o ..... 

N N 

N N 
Me ..,,, 

e 

Mew® 
Me 	I 

Me 

	

Ilp 	.... 

	

i 	' 

e 
,N N` 

, 

Mew(:),. el 	.. 
Me.  I 

m e xce 

N N 

../ N 
Me 

i N 
/.0 .....  e 

 
D3C 

N 26B D3
C, N'' 26A 

i 
CD3  CD3  
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Me 
%., 

Me 
0, N 
,..0 „O 

Me0.,.,/s.N 	VP

ilk 

 ** 
Mea„."."....N 27B 27A 

I I Me Me 

\••••• 
Me 

/ 
 / me0.".N 28B Me0.....„.."....N.. 28A 

0,,,) meo) 

%., 

N Me 
N 

R„,.,,,,..„,
N 

 
/.0. ,„ Op 

29B F.,......./...,N„ Sella 29A 
I I Me Me 

Me 
•,., 

N  N 
/0 ..... 01 

•N 30B F  N 30A 
I 

F 	Me , 

.'",. 

FMe 

0 ..0.." .... 

Me Me  
.111111

.,,0 ..... 
N 

31B <1\1‘' 	H 31A 

Me 
OPP  

''... 
1

Me 0 :::0 
 N Me 

Me o .... 
, 

N 

32B 32A 
, H , 

''N. 

Me 
/.0.. IIIII 	. 

H 

141111 	N 

33B 

I''' 

0.0' ° Me 	 H 

N 

33A 
Me Me 

Me 
Me 

lel 	......*N Me 
,.., N 

0 ,o 0  '1:3, .....  
Me 	N 34B Me 	N% 

34A 

. 
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1110  F~N

" 
35B 	

N 

0 /** 
.. 

35  

Me 
00.. 	...... 

Me J 

, 

••.,, 

18111'• 

••.„. 	N 
/ N 

FSIMA 36B FRIII 36A  

, 

N., 

Me 
`N• 

37B 
no 06) 

37A 

Me Me N / N 
1111(„ 0 	

 • 38B •  
1010,„.0 

38A 
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N.„ 
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/  N 
011 11I 

III 39A 9 
, 	H 
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\ 
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Me ... I 
Me ,011 
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\ 
Me 	 Me 

I 	I .‘(„0 
N 	 / 0

o  ... 
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., 
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N N 0. 
" " 40 ,0 
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•.... 
Me 

N 
O....0....  

Me0..,,,,.......0„,"...,,O..„,......^..,, N 	 75B 

Me 

H 

•.. 
Me 

ti,9 	%.,, 
N 

Ai
r N 

li 	10/00 	
0 	

Ilr 
..•s N 	 H

Sa
Me II 

76B 	 S 
N

IP 	 76A 
Me 	II 

0 	I 	 0 	I 
Me 	 Me 

r„ 

`se 

N 	 iN 40 
0 	 10 0 

'Al 
•., 

11181 v, 	 0ss  78B 	 78A V 

and pharmaceutically acceptable salts thereof. 

28. 	A compound of Formula (B): 

R4  
(b) 	R 	RBI 

0 40 
 
( ) , 

--,,o...... 

i=, 

. ...RB2 . 
(B), 

or a pharmaceutically acceptable salt, q 3 ternary amine salt, or N-oxide thereof; 

wherein: 

R3  is hydrogen or optional 	substituted alkyl; 

R4  is hydrogen, haloge 	optionally substituted alkyl, or -Si(RA)3;  

R5  is hydrogen, halo 	n, or optionally substituted alkyl; 

each instance of 	designated as (a), (b), and (c), represents a single or double 

bond, provided that w 	n . designated as (c) represents a double bond, then one of RBI  

and RB2  is absent, a ► d provided that when . designated as (c) represents a single bond, 

then both RBI  a 	RB2  are present; 

each i stance of RBI  and RB2  is, independently, hydrogen, -L1-RB3, or —XARA  wherein 

XA  is —0-, 	-, or -N(RA)-; or RBI-  and RB2  are joined to form an oxo group, provided that at 

least on: of RBI  and RB2  is not hydrogen; 

LI  is a bond, —C(=0)—, —C(=0)0—, —C(=0)S—, —C(.0)N(RL)—, or -N(R1 )-(C(R 	)2)p-, 

w r. erein RI-  is hydrogen, optionally substituted alkyl, or a nitrogen protecting group, each 
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instance of RLL  is independently hydrogen, halogen, or optionally substituted alkyl, and p is 

0, 1, or 2; 

RB3  is hydrogen, optionally substituted alkyl, optionally substituted alkenyl, 

optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substitute 

heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl, provi. d that 

when L1  is a bond, then RB3  is not hydrogen; and 

each instance of RA  is independently hydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, optionally s 	stituted 

carbocyclyl, optionally substituted heterocyclyl, optionally substituted 	yl, optionally 

substituted heteroaryl, carbonyl, silyl, an oxygen protecting group w' en attached to oxygen, a 

sulfur protecting group when attached to sulfur, or a nitrogen pro cting group when attached 

to nitrogen; optionally when attached to N the two RA  groups • ay be joined to form an 

optionally substituted heterocyclyl or optionally substituted 	eteroaryl ring; and optionally 

when RB1  and RB2  are each —XARA  then two RA  groups i ay be joined to form an optionally 

substituted heterocyclyl ring. 

29. The compound of claim 28, wherein R3  s optionally substituted alkyl. 

30. The compound of claim 29, wher n R3  is —CH3. 

31. The compound of any one 	claims 29 and 30, wherein R4  is hydrogen. 

32. The compound of an one of claims 29 to 31, wherein R5  is hydrogen. 

33. The compound 	any one of claims 29 to 32, wherein each instance of 

designated as (a) , a 	(b) is a double bond. 

34. The co ►  pound of any one of claims 29 to 33, wherein . designated as (c) 

represents 	Ingle bond. 

35. The compound of any one of claims 29 to 34, wherein RB1  is L1 -RB3  and RB2  is 

hy. ogen. 

36. The compound of claim 35, wherein L1  is a bond. 
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37. The compound of claim 35 or 36, wherein -Li-RB3  is: 

'''N 17 	6A 
--1---T(R  6 

Li  

wherein: 

,s1.,  
, 

each instance of R6A  is independently halogen, -NO2, -CN, -OR 6C, SR 	N(R 	)2, - 

c(=o)R6c, -C(=0)0R6c, -C(=0)N(R6c)2, optionally substituted alkyl, optio ally substituted 

alkenyl, optionally substituted alkynyl, optionally substituted carbocycly , optionally 

substituted heterocyclyl, optionally substituted aryl, or optionally sub = tuted heteroaryl; 

wherein each instance of R6c is independently hydrogen, op tonally substituted alkyl, 

optionally substituted alkenyl, optionally substituted alkynyl, op onally substituted 

carbocyclyl, optionally substituted heterocyclyl, optionally s 	stituted aryl, optionally 

substituted heteroaryl, an oxygen protecting group when a ached to oxygen, a sulfur 

protecting group when attached to sulfur, or a nitrogen protecting group when attached to 

nitrogen, optionally when attached to N the two R6C  groups may be joined to form an 

optionally substituted heterocyclyl or optionally 	bstituted heteroaryl ring; and 

m is 0 or an integer between 1 and 4, • 	lusive. 

38. The compound of claim 28, whe in the compound is selected from the group 

consisting of: 

•

, • iv 
00,,,.,.. 	al 

%., 
Me 

.7 	 N 

(13), 	 ,  

Z 
.0001 

O  

and phar 	eutically acceptable salts, quaternary amine salts, or N-oxides thereof. 

39. A compound of Formula (D): 
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R4  

(a) , 	
(b) 	R3  RBI 

illi ' 
ill, 

, IR B2 
c 

IIIIPIF H HO (D), 

or a pharmaceutically acceptable salt, quaternary amine salt, or N-oxide thereof; 

wherein: 

R3  is hydrogen or optionally substituted alkyl; 

R4  is hydrogen, halogen, optionally substituted alkyl, or -Si(RA)3; 

R5  is hydrogen, halogen, or optionally substituted alkyl; 

each instance of —, designated as (a), (b), and (c), represe 	a single or double 

bond, provided that when . designated as (c) represents a doub e bond, then one of RBI  

and RB2  is absent, and provided that when . designated as ( 	represents a single bond, 

then both RBI  and RB2  are present; 

each instance of RBI  and RB2  is, independently, h .rogen, -L1-RB3, or —XARA  wherein 

XA  is —0-, -S-, or -N(RA)-; or RBI  and RB2  are joined t form an oxo group, provided that at 

least one of RB1  and RB2  is not hydrogen; 

L1  is a bond, —C(=0)—, —C(=0)0—, —C(— 0 )S—, —C(=0)N(RL)—, or -N(RL)-(C(R 	)2)p-, 

wherein RL  is hydrogen, optionally substitu - A alkyl, or a nitrogen protecting group, each 

instance of RLL  is independently hydroge 	halogen, or optionally substituted alkyl, and p is 

0, 1, or 2; 

RB3  is hydrogen, optionally 	bstituted alkyl, optionally substituted alkenyl, 

optionally substituted alkynyl, o 	onally substituted carbocyclyl, optionally substituted 

heterocyclyl, optionally substi 	ted aryl, or optionally substituted heteroaryl, provided that 

when L1  is a bond, then RB3  is not hydrogen; and 

each instance of 	is independently hydrogen, optionally substituted alkyl,  

optionally substitute. . lkenyl, optionally substituted alkynyl, optionally substituted 

carbocyclyl, optio r.1 y substituted heterocyclyl, optionally substituted aryl, optionally 

substituted het- 	aryl, carbonyl, silyl, an oxygen protecting group when attached to oxygen, a 

sulfur protec ng group when attached to sulfur, or a nitrogen protecting group when attached 

to nitroge ; optionally when attached to N the two RA  groups may be joined to form an 

option ly substituted heterocyclyl or optionally substituted heteroaryl ring; and optionally 

whi, RB1  and RB2  are each —XARA  then two RA  groups may be joined to form an optionally 

bstituted heterocyclyl ring. 
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40. The compound of claim 39, wherein R3  is optionally substituted alkyl. 

41. The compound of claim 40, wherein R3  is —CH3. 

42. The compound of any one of claims 39 to 41, wherein R4  is hydrogen. 

43. The compound of any one of claims 39 to 42, wherein R5  is hydroge 

44. The compound of any one of claims 39 to 43, wherein each ins nce of 

designated as (a), and (h) is a double bond. 

45. The compound of any one of claims 

represents a single bond. 

39 to 44, wherein 	--- designated as (c) 

46. The compound of any one of claims 39 to 45, 	herein RBI  is L1-RB3  and RB2  is 

hydrogen. 

47. The compound of claim 46, wherein 	i.s a bond. 

48. The compound of claim 45 or 46 wherein -L1-RB3  is: 

4.5.N"{"N").... 	(R6A6  ....L_____T.''',  

,, ,,,,,,,,,,,,, 1V 
L i  

wherein: 

each instance of R6  is independently halogen, -NO2, -CN, -0R6c, SR6c, N(R6c)2, - 

C(=0)R 	, -C(=0)OR 	-C(=0)N(R6c)2, optionally substituted alkyl, optionally substituted 

alkenyl, optionally s i stituted alkynyl, optionally substituted carbocyclyl, optionally 

substituted hetero yclyl, optionally substituted aryl, or optionally substituted heteroaryl; 

where 	each instance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally s4,stituted alkenyl, optionally substituted alkynyl, optionally substituted 

carbocy 	yl, optionally substituted heterocyclyl, optionally substituted aryl, optionally 

subsf 	ted heteroaryl, an oxygen protecting group when attached to oxygen, a sulfur 

pr ecting group when attached to sulfur, or a nitrogen protecting group when attached to 
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nitrogen, optionally when attached to N the two R6c  groups may be joined to form an 

optionally substituted heterocyclyl or optionally substituted heteroaryl ring; and 

m is 0 or an integer between 1 and 4, inclusive. 

49. The compound of claim 48, wherein the compound is: 

(R6A)n,  
R4  

(b) 	R3 	\ 
5 R ) 40 ,0 

(a , 

.0..... 

HO 	 H 	 -1-h-i) 

or a pharmaceutically acceptable salt, quaternary amine salt, or N-• ide thereof. 

50. The compound of claim 48, wherein the compound i 

(R6A6  
R4 	 N 

(b) 
R (a) 

4111/ 
, 

,olit. 

HO"'  H (D-2-h-i), 

or a pharmaceutically acceptable salt, quatei 	y amine salt, or N-oxide thereof. 

51. The compound of claim 39, wh eM the compound is selected from the group 

consisting of: 

•., 	 .." 
Me 

N 	/ 	..... 	N 
.000 *0

.0... 
HOs"' 	 HO 17A 	 17B 

and pharmaceutically a ceptable salts thereof. 

52. 	A compo 	d of Formula (E): 

R4  
(b) 	R3  R81 

R5  

R z 

01,_ .,„RB2 
(a  e 

‘0,.... (c) 

0 	 H 	(E), 

o • 	pharmaceutically acceptable salt, quaternary amine salt, or N-oxide thereof; 

herein: 

R3  is hydrogen or optionally substituted alkyl; 
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R4  is hydrogen, halogen, optionally substituted alkyl, or -Si(RA)3;  

R5  is hydrogen, halogen, or optionally substituted alkyl; 

each instance of ., designated as (a), (b), and (c), represents a single or double 
i bond, provided that when . designated as (c) represents a double bond, then one of 	B  

and RB2  is absent, and provided that when — designated as (c) represents a sin 	and, 

then both RB1  and RB2  are present; 

each instance of RBI  and RB2  is, independently, hydrogen, -Li-RB3, or, X R wherein 

XA  is —0-, -S-, or -N(RA)-; or RB1  and RB2  are joined to form an oxo grou , provided that at 

least one of RB1  and RB2  is not hydrogen; 

L1  is a bond, —C(=0)—, —C(=0)0—, —C(=0)S—, —C(=0)N(RL. 	or -N(RL)-(C(R 	)2) , 

wherein RL  is hydrogen, optionally substituted alkyl, or a nitroge protecting group, each 

instance of Rik  is independently hydrogen, halogen, or option 	ly substituted alkyl, and p is 

0, 1, or 2; 

RB3  is hydrogen, optionally substituted alkyl, opt • nally substituted alkenyl, 

optionally substituted alkynyl, optionally substituted rarbocyclyl, optionally substituted 

heterocyclyl, optionally substituted aryl, or option 	ly substituted heteroaryl, provided that 

when L1  is a bond, then RB3  is not hydrogen; 

each instance of RA  is independently 	ydrogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally ubstituted alkynyl, optionally substituted 

carbocyclyl, optionally substituted het 	ocyclyl, optionally substituted aryl, optionally 

substituted heteroaryl, carbonyl, sil, 	an oxygen protecting group when attached to oxygen, a 

sulfur protecting group when att 	hed to sulfur, or a nitrogen protecting group when attached 

to nitrogen; optionally when 	ached to N the two RA  groups may be joined to form an 

optionally substituted heterocyclyl or optionally substituted heteroaryl ring; and optionally 

when RB1  and RB2  are e 	h —XARA  then two RA  groups may be joined to form an optionally 

substituted heterocy 	I ring; and 

R°  is opti 	ally substituted alkyl, optionally substituted alkenyl, optionally 

substituted alk 	yl, optionally substituted carbocyclyl, optionally substituted heterocyclyl, 

optionally s . stituted aryl, optionally substituted heteroaryl, -C(=0)RA, -C(=0)0RA, - 

C(=0)N ' A)2, or an oxygen protecting group. 

53. The compound of claim 52, wherein R°  is an optionally substituted alkyl. 

54. The compound of claim 53, wherein R°  is —CH3. 
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55. The compound of claim 53, wherein R°  is alkyl substituted with one or more amino 

substituted amino, hydroxyl, substituted hydroxyl, thiol, substituted thiol, or sulfonyl 

substituents. 

56. The compound of claim 53, wherein R°  is a group of formula: 

z.,,L.),, 
1 /4-JP 

wherein: 

pis 1, 2, 3, 4, 5, or 6; and 

Z is -CH2Xz, -CH(Xz)2,  -C(Xz)3, —ORz, —SRz, —N(Rz)2, -s •)2N(Rz)2, 

Rz0 	Rz 

z R 0 
0 	, 	0 	, or 	 , 

wherein each instance of Rz  is independently h 	rogen, optionally substituted alkyl, 

optionally substituted alkenyl, optionally substitut- 	alkynyl, optionally substituted 

carbocyclyl, optionally substituted heterocyclyl, o 'tonally substituted aryl, optionally 

substituted heteroaryl, -C(=0)Rz, -C(=0)0Rz  -C(=0)N(Rz)2, an oxygen protecting group 

when attached to oxygen, a sulfur protecti 	group when attached to sulfur, or a nitrogen 

protecting group when attached to nitro 	n, optionally when attached to N the two Rz  groups 

may be joined to form an optionally 	bstituted heterocyclyl or optionally substituted 

heteroaryl ring; 

each instance of Xz  is o • ependently fluoro, chloro, bromo, or iodo; and 

w is an integer betty; n 1 and 10, inclusive. 

57. The compouno of claim 52, wherein R°  is -C(=0)RA, -C(.0)0RA, or -C(.0)N(RA)2. 

58. The com ound of claim 52, wherein R°  is -C(=O)CH3, -C(=O)OCH3, - 

C(=0)N(CH 	or -C(=O)NHCH3. 

59. he compound of any one of claims 52 to 58, wherein R3  is optionally substituted 

alky 

60. The compound of claim 59, wherein R3  is —CH3. 
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61. The compound of any one of claims 52 to 60, wherein R4  is hydrogen. 

62. The compound of any one of claims 52 to 61, wherein R5  is hydrogen. 

63. The compound of any one of claims 52 to 62, wherein each instance o 	-- 

designated as (a) , and (b) is a double bond. 

64. The compound of any one of claims 

represents a single bond. 

52 to 63, wherein — des' s nated as (c) 

65. The compound of any one of claims 52 to 64, wherein 	B  is L1-03  and RB2  is  

hydrogen. 

66. The compound of claim 65, wherein L1  is a bo F  d. 

67. The compound of claim 65 or 66, where' 	Li-RB3  is: 

1 (Rs% 

N ,-- 
1" L i  

wherein: 

each instance of R6A  is inde endently halogen, -NO2, -CN, -0R6C
, SR6C, N(R6C

)2, 
 _ 

C(=0)R6c, --c(=0)0R6C
, 
 _c(=0 	

2  optionally substituted alkyl, optionally substituted (R6C,
), 

 

alkenyl, optionally substitute 	alkynyl, optionally substituted carbocyclyl, optionally 

substituted heterocyclyl, o 	ionally substituted aryl, or optionally substituted heteroaryl; 

wherein each in ance of R6C  is independently hydrogen, optionally substituted alkyl, 

optionally substitute.'alkenyl, optionally substituted alkynyl, optionally substituted 

carbocyclyl, optio ally substituted heterocyclyl, optionally substituted aryl, optionally 

substituted hete roaryl, an oxygen protecting group when attached to oxygen, a sulfur 

protecting 	oup when attached to sulfur, or a nitrogen protecting group when attached to 

nitrogen, optionally when attached to N the two R6C  groups may be joined to form an 

optio 	y substituted heterocyclyl or optionally substituted heteroaryl ring; and 

m is 0 or an integer between 1 and 4, inclusive. 
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68. The compound of claim 67, wherein the compound is: 

(R6A),, 
R4  

(b) 	R3 	\ 

R5  Oa)  

RHO Fl (E-1-h-i), 

or a pharmaceutically acceptable salt, quaternary amine salt, or N-oxide thereo 

69. The compound of claim 67, wherein the compound is: 

(R6A)n,  
R4  

(b) 	R3 	\ 

R° 	• 
10 

(a) , 

/0011Iso. 

C'' 	 H 	 (E-2-h- , 

or a pharmaceutically acceptable salt, quaternary amine s < t, or N-oxide thereof. 

70. The compound of claim 52, wherein the 	mpound is selected from the group 

consisting of: 

..... 
Me 

Me0
0 .0".. 

,......„...., 	. 	 63A FI 

• ., 
Me 

el 0,.0 
Me0 	 63B 	

, 

..., 	 ..., 

N 	 N se Me  0 00 

e.' 	
64A 	 64B Me 	 M 0 

•••,.. 
Me 

 

,„.0 
Me 	0011 	 68A 

H 	 , 
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.., 
Me 

N 

Me, N 
	0 
)1, 	MP***.() 	 68B 

H 

and pharmaceutically acceptable salts thereof. 

71. A pharmaceutical composition comprising a compound according to a 	one of the 

preceding claims, or a pharmaceutically acceptable salt, quaternary amine, • N-oxide 

thereof, and a pharmaceutically acceptable excipient. 

72. A method of treating a condition associated with angiogen 	s comprising 

administering to a subject in need thereof a compound accordii 	to any one of the preceding 

claims, or a pharmaceutically acceptable salt, quaternary a 	e, or N-oxide thereof, or a 

pharmaceutical composition thereof. 

73. The method of claim 72, wherein the condif 	is a diabetic condition, an 

inflammatory condition, macular degeneration, o esity, atherosclerosis, or a proliferative 

disorder. 

74. A method of treating a conditio 	associated with CDK8 and/or CDK19 kinase 

activity, comprising administering to 	subject in need thereof a compound according to any 

one of the preceding claims, or a 	armaceutically acceptable salt, quaternary amine, or N- 

oxide thereof, or a pharmaceu 	al composition thereof. 

75. The method of cl m 74, wherein the condition is a proliferative disorder. 

76. The meth°. of claim 75, wherein the proliferative disorder is cancer. 

77. The 	hod of claim 76, wherein the cancer is a hematopoietic cancer. 

78. he method of claim 77, wherein the hematopoietic cancer is lymphoma or leukemia. 

. 	The method of claim 77, wherein the hematopoietic cancer is multiple myeloma. 
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80. The method of claim 78, wherein the leukemia is acute myelocytic leukemia (AML). 

81. The method of claim 75, wherein the proliferative disorder is a ryeloproliferativ 

neoplasm. 

82. The method of claim 81, wherein the myeloproliferative neoplasm is pri 	ary 

myelofibrosis (PMF). 

83. The method of claim 76, wherein the cancer is a solid tumor. 

84. A method of inhibiting CDK8 and/or CDK19 kinase activ y in a cell comprising 

contacting a compound according to any one of the preceding 	aims, or a pharmaceutically 

acceptable salt, quaternary amine, or N-oxide thereof, or a . armaceutical composition 

thereof, with the cell. 

85. A method of modulating the 13-catenin pa 	ay in a cell comprising contacting a 

compound according to any one of the precedi 	claims, or a pharmaceutically acceptable 

salt, quaternary amine, or N-oxide thereof, • a pharmaceutical composition thereof, with the 

cell. 

86. A method of modulating S 	A T1 activity in a cell comprising contacting a compound 

according to any one of the prec• ding claims, or a pharmaceutically acceptable salt, 

quaternary amine, or N-oxid 	hereof, or a pharmaceutical composition thereof, with the cell. 

87. A method of modulating the TGFP/BMP pathway in a cell comprising contacting a 

compound accordin to any one of the preceding claims, or a pharmaceutically acceptable 

salt, quaternary 	ne, or N-oxide thereof, or a pharmaceutical composition thereof, with the 

cell. 

88. • method of modulating HIF-1-alpha activity in a cell comprising contacting a 

compound according to any one of the preceding claims, or a pharmaceutically acceptable 

sa , quaternary amine, or N-oxide thereof, or a pharmaceutical composition thereof, with the 

11. 
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89. A method of increasing BIM expression to induce apoptosis in a cell comprising 

contacting a compound according to any one of the preceding claims, or a pharmaceutic 	y 

acceptable salt, quaternary amine, or N-oxide thereof, or a pharmaceutical compositio 

thereof, with the cell. 

90. The method of any one of claims 84 to 89, wherein the method is an 	vitro method. 

91. The method of any one of claims 84 to 89, wherein the method 	an in vivo method. 

92. A method of validating CDK8 and /or CDK19 kinase act 	ity in a cell by contacting a 

CDK8 or CDK19 Trp105 point mutant and a cortistatin or co 	statin analog. 

93. The method of claim 92, wherein the cortistatin 	alog is a compound according to 

any one of the preceding claims, or a pharmaceutical 	acceptable salt, quaternary amine, or 

N-oxide thereof. 

94. The method of claim 92, wherein th CDK8 Trp105 point mutant has an amino acid 

sequence which has a degree of homolo:a  to the amino acid sequence of SEQ ID NO: 1 of at 

least about 80%. 

95. The method of claim 92 	herein the CDK19 Trp105 point mutant has an amino acid 

sequence which has a degree f homology to the amino acid sequence of SEQ ID NO: 2 of at 

least about 80%. 

96. A CDK8 T 	05 point mutant. 

97. The C 	Trp105 point mutant of claim 56 having an amino acid sequence which 

has a degre of homology to the amino acid sequence of SEQ ID NO: 1 of at least about 80%. 

98. A protein that has a degree of homology to the amino acid sequence of SEQ ID NO: 1 

t least about 80%. 

99. A CDK19 Trp105 point mutant. 
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100. The CDK19 Trp105 point mutant of claim 99 having an amino acid sequence whic 

has a degree of homology to the amino acid sequence of SEQ ID NO: 2 of at least abou :0%. 

101. A protein that has a degree of homology to the amino acid sequence of SE 	ID NO: 2 

of at least about 80%. 

102. A method of preparing a compound of Formula (A): 

R 
, 

4 
(b) 	R3  

(a) 

,.. 

RB1 

„,RB2 
(c) 

RI—N
I 

R2 	 (A) 

or a pharmaceutically acceptable salt, quaternary amine 	it, or N-oxide thereof; 

the method comprising contacting a compound of For ula (B): 

R4  
5 	R(a) 

(b) 	R3  
, 

,' 

RB1 

,,,RB2 
,0 MU" (C) 

0 	 H 	 (B) 

or a pharmaceutically acceptable salt, p 	vided RB1  and RB2  are not joined to form an oxo 

group; 

with an amine of formula HNR 	, or salt thereof, under reductive amination conditions. 

103. A method of prep 	g a compound of Formula (D): 

R4  
(a) 	

(b) 	R3  RB1 

HO .' H 

' ,IR B2  
(c) 

(D) 

or a pharmace a tically acceptable salt, quaternary amine salt, or N-oxide thereof; 

the metho 	omprising contacting a compound of Formula (B): 

R4  

R5 (a) 	
(b) 	R3  

, 
RB1 

...IRB2 

(B) 

237 



WO 2015/100420 	 PCT/US2014/072365 

or a pharmaceutically acceptable salt thereof, with a reducing agent. 

104. A method of preparing a compound of Formula (E): 

R4  

R5  (a) 	
(b) 	R3  R131 

,,,RB2 

RZ 
1111101 ,, 	ii 	.. (c) 

H 

a pharmaceutically acceptable salt thereof; the method comprising contact 	g a compound of 

Formula (D): 

R4  
(b) 	R3  

a} 
/  

RBI 

,,,RB2 

HO RI 

or a pharmaceutically acceptable salt thereof, with a co 	und of formula R°-LG, wherein 

LG is a leaving group, to provide a compound of Form 	a (E). 

105. A method of preparing a compound of Fo nula (A): 

R4  
b) 	R3  RB1 

(a) 

el 
so 
	III,  

(C) 

R1-N 

1 

R2 	 (A) 

or a pharmaceutically acceptabl 	alt, quaternary amine salt, or N-oxide thereof; the method 

comprising providing a compound of Formula (E): 

R4  

R5  
g
A

6,
, 

(b) 	R3RB1 
a)  

Ili. 
,,,RB2 

RCZ 
i

0, 
c" 

(c) 

0 	 H 	 (E) 

wherein R°  is 	(=O)RA, or a pharmaceutically acceptable salt thereof; and treating the 

compound o 	ormula (E) with a compound of formula NHR1R2, to provide a compound of 

Formula (• ). 
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