Claims

What is claimed is:

1. A compound of Formula:

or a pharmaceutically acceptable salt or quaternary amine salt thereof;
wherein:

mis0,1,2,3,or4;

R, ROn_ R{

)
/\l\N/ <\/:'I\l/ r\/n\N/i%
R' and R* are joined to form a ring of formula: G-/ , G , Or G\) ;

nis 0,1, or2;

each instance of R®* is independently halogen, -NO,, -CN, -OR®C, SREC, N(R6C)2, -
C(=O)R*®, -C(=0)OR’, -C(=0)N(R®“),, 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 R®® 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 R% groups may be joined to form an optionally substituted heterocyclyl or optionally
substituted heteroaryl ring.

G is -NH-, -NR’-, -CH,-, -CH(R")-, or -C(R")»-;

each instance of R’ 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 R’ 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:

or a pharmaceutically acceptable salt or quaternary amine salt thereof;
wherein:

nis 0,1, or2;

mis 0,1, 2,3, or4;

G is -NH-, -NR’-, -CH,-, -CH(R")-, or -C(R"),-;

each instance of R’ 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 R’ 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 R** is independently halogen, -NO,, -CN, -OR®C, SR, N(R®%),, -
C(=0)R®, -C(=0)OR®", -C(=0)N(R“),, 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 R*" 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 R 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 O and n is 1.

5. The compound of claim 4, wherein G is -CH,-, -CH(R')-, or -C(R"),-, and each instance of

R’ is independently hydroxyl, amino, or halogen.
6. The compound of claim 5, wherein G is —CH(R")- and each instance of R 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(R)- and R is amino.
9. The compound of claim 1 of Formula:

(R7)n

[ e

G/

or a pharmaceutically acceptable salt or quaternary amine salt thereof;
wherein:

nis 0, 1, or 2;

mis0,1,2,3,0r4;

G is -O-, -S-, -NH-, -NR-, -CH,-, -CH(R")-, or -C(R"),-;

each instance of R’ 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 R’ groups are joined to form an optionally substituted
carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, or optionally
substituted heteroaryl ring, or an oxo (=0O) group;

each instance of R®* is independently halogen, -NO,, -CN, -OR®", SR®C, N(R6C>2, -
C(=O)R6C, -C(=0)OR®", -C(=0)N(R®%),, 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 R*C 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 nifrogen protecting group when attached to nitrogen, optionally when attached to N
the two R®¢ groﬁps 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 -CH,-, -CH(R")-, or -C(R"),-, and R is hydroxyl,

amino, or halogen.
13. The compound of claim 12, wherein G is <CH(R")-, and R” is hydroxyl.
14. The compound of claim 12, wherein G is -CH(R")-, and R’ is amino.

15. The compound of claim 1 of Formula:
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or a pharmaceutically acceptable salt or quaternary amine salt thereof;,
wherein:

nis0, 1, or2;

mis0,1,2,3, or4,;

G is -O-, -S-, -NH-, -NR-, -CH,-, -CHR)-, or -C(R")-;

each instance of R’ is independently amino, hydroxyl, halogen, optionally substituted
alkyl, optionally substituted alkenyl, optionally substituted alkynyl, optionally substituted
carbocyclyl, optionélly 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 R’ groups are joined to form an optionally substituted
carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, or optionally
substituted heteroaryl ring, or an oxo (=O) group;

each instance of R% is independently halogen, -NO,, -CN, -OR®®, SR, N(R®),, -
C(=0)R’C, -C(=0)OR®", -C(=0)N(R*"),, 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 R°C 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 R’ groups may be joined to form an optionally substituted heterocycly! or optionally

substituted heteroaryl ring,.

16. The compound of claim 15, wherein m and n are independently 0, 1, or 2.
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17. The compound of claim 16, wherein G is -O-, -CHj,-, —CH(R7)-, or —C(R7)2-, and each

instance of R’ is independently hydroxyl, amino, or halogen.

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

HO~©\J\‘-‘

“CO,H

and pharmaceutically acceptable salts thereof.

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

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 CDKS8 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:

HO™ (D-2-h-ii),
or a pharmaceutically acceptable salt thereof;
wherein:

mis0,1,2,3, or4;

each instance of R** is independently halogen, -NO,, -CN, -OR®", SR®, N(R®),, -
C(=0)R’, -C(=0)OR’C, -C(=0)N(R“),, 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 R°® 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 R®® groups may be joined to form an optionally substituted heterocyclyl or optionally

substituted heteroaryl ring.

30. A compound of formula:

(D-1-h-ii)
or a pharmaceutically acceptable salt thereof;
wherein:
mis0,1,2,3, or4;
each instance of R® is independently halogen, -NO;, -CN, -ORC, SR6C, N(Réc)z, -
C(=0)R’", -C(=0)OR", -C(=0)N(R*"),, 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 R®" 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 R® groups may be joined to form an optionally substituted heterocyclyl or optionally

substituted heteroaryl ring.

31. A compound of formula:

(E-2-h-i),
or a pharmaceutically acceptable salt thereof;
wherein:

mis0,1,2,3,or4;

R* is hydrogen, halogen, optionally substituted alkyl, or ~Si(R™);;

R’ is hydrogen, halogen, or optionally substituted alkyl;

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

RO is optionally substituted alkyl, optionally substituted alkenyl, optionally substituted
alkynyl, optionally substituted carbocyclyl, optionally substituted heterocyclyl, optionally
substituted aryl, optionally substituted heteroaryl, -C(=O)R?, -C(=0)OR*, -C(=0)N(R™),, or an
oxygen protecting group.

each instance of R* 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 R”* groups may be joined to form an optionally substituted heterocyclyl or
optionally substituted heteroaryl ring;

each instance of R** is independently halogen, -NO,, -CN, -OR6C, SR6C, N(RGC)Z, -
C(=O)R®", -C(=0)ORC, -C(=0)N(R®“),, 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 R°C 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 R® 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:

and pharmaceutically acceptable salts thereof.

33. A compound of formula:
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(E-1-h-i),
or a pharmaceutically acceptable salt thereof;
wherein:

mis0,1,2,3, or4;

R* is hydrogen, halogen, optionally substituted alkyl, or -Si(R*)s;

R’ is hydrogen, halogen, or optionally substituted alkyl;

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

RY is optionally substituted alkyl, optionally substituted alkenyl, optionally substituted
alkynyl, optionally substituted carbocyclyl, optionally substituted heterocyclyl, optionally
substituted aryl, optionally substituted heteroaryl, -C(=O)R", -C(=0)OR", -C(=O)N(R™),, or an
oxygen protecting group.

each instance of R” 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 R™ groups may be joined to form an optionally substituted heterocyclyl or
optionally substituted heteroaryl ring;

each instance of R** is independently halogen, -NO,, -CN, -OR®", SR®, N(R¢),, -
C(=0)R’C, -C(=0)OR®C, -C(=0)N(R*“),, 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 R°® 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 R°C groups may be joined to form an optionally substituted heterocyclyl or optionally

substituted heteroaryl ring.

34. A compound of Formula:

or a pharmaceutically acceptable salt thereof.

35. A pharmaceutical composition comprising compound:

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

36. Use of a compound:

or a pharmaceutically acceptable salt optionally in a pharmaceutical composition thereof for
the manufacture of a medicament for the treatment of a medical condition by inhibiting

CDKS8 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:

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:

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

in therapy.
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Claims

What is claimed is:

1. A compound of Formula (A):

(A),

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

wherein:
R' is hydrogen, optionally substituted alkyl, optionally ? stituted alkenyl, optionally
substituted alkynyl, optionally substituted carbocyclyl, optionally substituted heterocyclyl,

-OR?, -SR*, -N(R™),, -

optionally substituted aryl, optionally substituted heteroaryl,
C(=0)R*, -C(=0)OR*, -C(=0)N(R™),, -S(=0),R*, or a
R’ is hydrogen, optionally substituted alkijK

itrogen protecting group;

tionally substituted alkenyl, optionally
substituted alkynyl, optionally substituted carbocyClyl, optionally substituted heterocyclyl,
optionally substituted aryl, optionally substitutgfl heteroaryl, -C(=O)R?, -C(=0)OR?, -
C(=0)N(R™),, -S(=0),R™, or a nitrogen progécting group;

or R' and R* are Joined to form ap/optionally substituted heterocyclyl or optionally

substituted heteroaryl;
R’ is hydrogen or optionally’ substituted alkyl;
R* is hydrogen, halogen Optionally substituted alkyl, or -Si(R*)s;
R’is hydrogen, halogén, or optionally substituted alkyl;
each instance of =s4=, designated as (@), (b), and (c), represents a single or double

bond, provided that when ==== designated as (c) represents a double bond, then one of R®!

and R%? is absent, a

then both R®! an

provided that when ---- designated as (¢) represents a single bond,

R are present;

least ong’of R®' and R®* is not hydrogen;
L1 is a bond, -C(=0)~, ~C(=0)0-, ~-C(=0)S~, -C(=0)N(R")-, or -N(RM-(C(R™),),-,

witerein R" 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, or2;

R™ is hydrogen, optionally substituted alkyl, optionally substituteq alkenyl,
optionally substituted alkynyl, optionally substituted carbocyclyl, optionally substitutgd
heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl, provi
when L, is a bond, then R®%is not hydrogen; and

each instance of R* is independently hydrogen, optionally substituted

substituted heterocyclyl ring;

provided the compound is not:

or a pharmaceutically acceptable sa}f thereof.
1, wherein each instance of R! and R? is hydrogen.

2. The compound of claip

3. The compound of claim 1, wherein R' is hydrogen, and R” is optionally substituted

4, The cor ound of claim 3, wherein R is hydrogen, and R?is —-CHs.

S. The compound of claim 1, wherein each instance of R' and R? is independently

ly substituted alkyl.

211




WO 2015/100420 PCT/US2014/072365

6. The compound of claim 1, wherein at least one of R! and R? is alkyl substituted with
one or more amino, substituted amino, hydroxyl, substituted hydroxyl, thiol, substituted thig

or sulfonyl substituents.

7. The compound of claim 6, wherein at least one of R and R*is a group of fo

Z\e/)}z'
P
wherein:

pis1,2,3,4,5, or 6; and
Z is -CHX?, -CH(X"),, -C(X%)3, ~OR”, ~SR?, -N(R?),, -S(O¥N(R"),,
N o RZ0
wherein each instance of R” is independently hydrdgen, optionally substituted alkyl,
optionally substituted alkenyl, optionally substituted alKynyl, optionally substituted
carbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, optionally
substituted heteroaryl, -C(=0)R?, -C(=0)OR?, -((=0)N(R?),, an oxygen protecting group
when attached to oxygen, a sulfur protecting gfoup when attached to sulfur, or a nitrogen
protecting group when attached to nitrogen/optionally when attached to N the two R” groups
may be joined to form an optionally subfituted heterocyclyl or optionally substituted
heteroaryl ring; |
each instance of X* is inde pendently fluoro, chloro, bromo, or iodo; and

w is an integer between and 10, inclusive.

8. The compound of;, laim 1, wherein R' is —S(:O)ZRA and R?is optionally substituted
alkyl. '

0. The compbund of claim 1, wherein R! and R* are joined to form an optionally

opflonally substituted imidazolidine-2,4-dione, optionally substituted piperidinyl, or

dptionally substituted morpholinyl.
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11.  The compound of any one of claims 1 to 10, wherein R* is optionally substituted

alkyl.

12. The compound of claim 11, wherein R is —-CHas.
13.  The compound of any one of claims 1 to 12, wherein R* is hydrogen,
14.  The compound of any one of claims 1 to 13, wherein R’ is hyd

15.  The compound of any one of claims 1 to 14, wherein eaclyinstance of ==== designated

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

16. The compound of any one of claims 1 to 15, wherein ==== designated as (¢) represents

a single bond.

17. The compound of any one of claims 1 tg/16, wherein RP s L;-R® and RP%is

hydrogen.
18. The compound of claim 17, whefein L, is a bond.

19.  The compound of claim 17/0r 18, wherein -L;-RP s

wherein:

erein each instance of R% is independently hydrogen, optionally substituted alkyl,
optiopally substituted alkenyl, optionally substituted alkynyl, optionally substituted
apbocyclyl, optionally substituted heterocyclyl, optionally substituted aryl, optionally

Aubstituted 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 R groups may be joined to form an
optionally substituted heterocyclyl or optionally substituted heteroaryl ring; and

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

20. The compound of any one of claims 1 to 19, wherein the compound of

of Formula (A-1):

ormula (A) is

21.  The compound of any one of claims 1 to 19, wHerein the compound of Formula (A) is

of Formula (A-2):

22. The compound of any'one of claims 1 to 19, wherein the compound is of Formula (A~
a), (A-b), or (A-c): |

(A-a),

(A-b)7
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or

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

Gis -O-, -S-, -NH-, -NR"-, -CH,-, -CHR)-, or -C(R"),-;

each instance of R’ is independently halogen, optionally substituted alkyl, optionally
substituted alkenyl, optionally substituted alkynyl, optionally subsfituted carbocyclyl,
optionally substituted heterocyclyl, optionally substituted aryl, gptionally substituted
heteroaryl, amino, substituted amino, hydroxyl, substituted h§droxyl, thiol, substituted thiol,
carbonyl, sulfonyl, sulfinyl, or a nitrogen protecting group’ when attached to a nitrogen atom;

optionally wherein two R’ groups are joined toform an optionally substituted
carbocyclyl, optionally substituted heterocyclyl, opglonally substituted aryl, or optionally
substituted heteroaryl ring, or an oxo (=Q) group/ and

nis0, 1,2, 3, or4.

23. The compound of claim 22, wh fein the compound is:

T .
r\/\N‘ ' q
G &)

ora pharmaceuticallceptable salt, quaternary amine salt, or N-oxide thereof;
wherein: / |
each insjdnce of R is independently halogen, -NOy, -CN, -ORC, SR®, NR’),, -
C(=O)R®, -¢ O)OR6C, -C(=0)N(R*),, optionally substituted alkyl, optionally substituted
alkenyl, opftionally substituted alkynyl, optionally substituted carbocyclyl, optionally
substityfed heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl;
wherein each instance of R* is independently hydrogen, 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, 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 R groups may be joined to form an
optionally substituted heterocyclyl or optionally substituted heteroaryl riné; and

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

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

(T7)n .
Gb“
or a pharmaceutically acceptable salt, quaternary amine salt,/or N-oxide thereof;
wherein:
0,, -CN, -OR*, SR*®, N(R*“),, -
C(=O)R6C, —C(=O)OR6C, ~C(=O)N(R6C)2, optionally substituted alkyl, optionally substituted

each instance of R* is independently halogen,
alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl, optionally
substituted heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl;

wherein each instance of R® is ing ¢pendently hydrogen, optionally substituted alkyl,
optionally substituted alkenyl, optional}f 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 attacheg to sulfur, or a nitrogen protecting group when attached to
nitrogen, optionally when affached to N the two R°C groups may be joined to form an
optionally substituted hegé ocyclyl or optionally substituted heteroaryl ring; and

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

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

each instance of R® is independently halogen, -NQO,, -CN, —ORGC, SR6C, N(Réc)z, -
C(=0)R’C, -C(=0)YOR®", -C(=0)N(R®),, optionally substituted alkyl, optionally substitugéd
alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl,’optionally
substituted heterocyclyl, optionally substituted aryl, or optionally substituted hetergdryl;

wherein each instance of R is independently hydrogen, optionally subsfituted alkyl,
optionally substituted alkenyl, optionally substituted alkynyl, optionally subsjituted
carbocyclyl, optionally substituted heterocyclyl, optionally substituted ary}/ optionally
substituted heteroaryl, an oxygen protecting group when attached to oxygen, a sulfur
protecting group when attached to sulfur, or a nitrogen protecting grofup when attached to
nitrogen, optionally when attached to N the two R groups may b€ joined to form an
optionally substituted heterocyclyl or optionally substituted hegéroaryl ring; and

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

26.  The compound of claim 1, wherein the compag¥nd is:

ozl

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

s (RSA)m

7 XK

wherein: ,

each instance of R® is i rdependently halogen, -NO,, -CN, -OR6C, SRGC, N(R(’C)g, -
C(=0)R®, -C(=0)OR, )N(R6C)2, optionally substituted alkyl, optionally substituted
alkenyl, optionally substi i" alkynyl, optionally substituted carbocyclyl, optionally
substituted heterocycly optionally substituted aryl, or optionally substituted heteroaryl;

wherein eaclinstance of R is independently hydrogen, optionally substituted alkyl,
optionally substi; alkenyl, optionally substituted alkynyl, optionally substituted
carbocyclyl, g iona]ly substituted heterocyclyl, optionally substituted aryl, optionally
substituted/heteroaryl, an oxygen protecting group when attached to oxygen, a sulfur
protectifg group when attached to sulfur, or a nitrogen protecting group when attached to
nitrogen, optionally when attached to N the two R groups may be joined to form an
opfionally substituted heterocyclyl or optionally substituted heteroaryl ring; and

m is 0 or an integer between 1 and 4, inclusive.
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27.  The compound of claim 1, wherein the compound is selected from the group

consisting of:

/ =

N ] B N ‘@ ~
g O

15A

a3
e
@, 2
Me\@ ‘@ "
Ve |
) 4O |
>
Me
(/ @ ~
Me~ ‘ H’ 238
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~N

and pharmaceutically acceptable salts thereof.

28. A compound of Formula (B):

‘ 3
= al (b R® rB1
/ nllFQB2
Lo 3
o) - H

i1y

(B),

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

wherein:

R’ is hydrogen or optionally substituted alkyl;

R* is hydrogen, haloge optionally substituted alkyl, or -Si(R*)3;

R’ is hydrogen, halo, or optionally substituted alkyl;

each instance of = v , designated as (a), (b), and (c¢), represents a single or double
bond, provided that wh A designated as (c) represents a double bond, then one of R?!
and R"* is absent, r provided that when =-=- designated as (¢) represents a single bond,
then both R®' ang/R™ are present;

each ip€tance of RB! and R®? is, independently, hydrogen, -L;-RB3 ,or —X“R* wherein
X% is ~O-, A-, or —N(RA)—; or RB! and R®? are joined to form an oxo group, provided that at
least ong/of RE! and RP? is not hydrogen;

L; is a bond, -C(=0)-, ~C(=0)0-, ~C(=0)S~, ~C(=0)N(R")-, or -NR")-(C(R™),),-,

whtrein R" 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, 0r2;

R™? is hydrogen, optionally substituted alkyl, optionally substituted alkenyl,
optionally substituted alkynyl, optionally substituted carbocyclyl, optionaliy substituted
heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl, providéd that
when L is a bond, then R2%is not hydrogen; and

each instance of R* is independently hydrogen, optionally substituted dlkyl,
optionally substituted alkenyl, optionally substituted alkynyl, optionally sybstituted
carbocyclyl, optionally substituted heterocyclyl, optionally substituted gf'yl, optionally
substituted heteroaryl, carbonyl, silyl, an oxygen protecting group when attached to oxygen, a
sulfur protecting group when attached to sulfur, or a nitrogen progécting group when attached
to nitrogen; optionally when attached to N the two R* groups p éy be joined to form an
optionally substituted heterocyclyl or optionally substitutedfeteroaryl ring; and optionally
when R®! and R"* are each —X*R* then two R” groups mfay be joined to form an optionally

substituted heterocyclyl ring.
29. The compound of claim 28, wherein R*As optionally substituted alkyl.

30. | The compound of claim 29, wherefn R? is —-CH.

31. The compound of any one of claims 29 and 30, wherein R* is hydrogen.
32. The compound of anyone of claims 29 to 31, wherein R’ is hydrogen.
33. The compound ' any one of claims 29 to 32, wherein each instance of ===

designated as (@), ang’ (b) is a double bond.

34.  The cop ound of any one of claims 29 to 33, wherein ==== designated as (c¢)

represents a/ingle bond.
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37. The compound of claim 35 or 36, wherein -Li-R® is:

7 e,
;\M N ZN

wherein:

each instance of R® is independently halogen, -NO,, -CN, —OR6C, SR6C, (RGC)Z, -
C(=0)R*, -C(=0)OR’, -C(=0)N(R"),, optionally substituted alkyl, optiopally substituted
alkenyl, optionally substituted alkynyl, optionally substituted carbocyclyl/ optionally
substituted heterocyclyl, optionally substituted aryl, or optionally substituted heteroaryl;

wherein each instance of R% is independently hydrogen, optionally substituted alkyl,
optionally substituted alkenyl, optionally substituted alkynyl, opt nally substituted
carbocyclyl, optionally substituted heterocyclyl, optionally sybstituted aryl, optionally
substituted heteroaryl, an oxygen protecting group when affached to oxygen, a sulfur
protecting group when attached to sulfur, or a nitrogen grotecting group when attached to
nitrogen, optionally when attached to N the two R%¢ groups may be joined to form an

optionally substituted heterocyclyl or optionally sabstituted heteroaryl ring; and

m is O or an integer between 1 and 4, ip€lusive.

38. The compound of claim 28, whe 4in the compound 1is selected from the group

| g /N
0 ‘@. (13),

s o

b

consisting of:

) ‘

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

39. A compound of Formula (D):
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HO g (D),
or a pharmaceutically acceptable salt, quaternary amine salt, or N-oxide thereof;
wherein:

R? is hydrogen or optionally substituted alkyl;

R*is hydrogen, halogen, optionally substituted alkyl, or -Si(R™)s;

R’ is hydrogen, halogen, or optionally substituted alkyl;

each instance of ===, designated as (@), (b), and (c), represent§ a single or double
bond, provided that when ==== designated as (c¢) represents a doub} bond, then one of R®!
and R"? is absent, and provided that when ==== designated as ( represents a single bond,
then both RE! and R®? are present;

each instance of R®' and R® is, independently, hyflrogen, -L;-R®?, or -X*R* wherein
XA is -0-, -S-, or —N(RA)-; or RB! and R®? are joined t@ form an oxo group, provided that at
least one of R®! and R®? is not hydrogen;

L, is a bond, -C(=0)-, ~C(=0)0~, ~C(50)S-, ~C(=0)N(R")-, or -N(R")-(C(R"),),-,
wherein R is hydrogen, op‘tionally substituted alkyl, or a nitrogen protecting group, each
instance of R™" is independently hydro gen/halogen, or optionally substituted alkyl, and p is
0,1,0r2;

R™ is hydrogen, optionally sdbstituted alkyl, optionally substituted alkenyl,
optionally substituted alkynyl, opfionally substituted carbocyclyl, optionally substituted
heterocyclyl, optionally substifited aryl, or optionally substituted heteroaryl, provided that
when L, is a bond, then RB 1 not hydrogen; and

each instance of R is independently hydrogen, optionally substituted alkyl,
optionally substituted, kenyl, optionally substituted alkynyl, optionally substituted
carbocyclyl, optiopt ly substituted heterocyclyl, optionally substituted aryl, optionally
substituted hetryl, carbonyl, silyl, an oxygen protecting group when attached to oxygen, a
sulfur protecfing group when attached to sulfur, or a nitrogen protecting group when attached
to nitrogex; optionally when attached to N the two R* groups may be joined to form an
optionglly substituted heterocyclyl or optionally substituted heteroaryl ring; and optionally

whefi R®! and R®? are each -X"*R™ then two R* groups may be joined to form an optionally

tibstituted heterocyclyl ring.
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The compound of claim 39, wherein R’ is optionally substituted alkyl.
The compound of claim 40, wherein R?is -CHs.

The compound of any one of claims 39 to 41, wherein R” is hydrogen.
The compound of any one of claims 39 to 42, wherein R’ is hydrogey/

The compound of any one of claims 39 to 43, wherein each instdnce of sz==

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

45.

The compound of any one of claims 39 to 44, wherein £=== designated as (c)

represents a single bond.

46.  The compound of any one of claims 39 to 45, #herein R®' is L;-R®® and R®? is
hydrogen.
47. The compound of claim 46, wherein L/ is a bond.
48. The compound of claim 45 or 46, Wherein —Ll—R]33 is:

=~ AN

AR,

XN =N

wherein:

each instance of R% is independently halogen, -NO,, -CN, —OR6C, SRGC, N(R6C)2, -
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nitrogen, optionally when attached to N the two R groups may be joined to form an
optionally substituted heterocyclyl or optionally substituted heteroaryl ring; and

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

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

HO H (P-1-h-i)

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

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

» (R,
N

A | (D-2-h-i),

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

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

consisting of:

I
HO™ ‘@" |

A

k4 Ed

and pharmaceutically aeptable salts thereof.

52. A compoyhd of Formula (E):

(E),
or ¢ pharmaceutically acceptable salt, quaternary amine salt, or N-oxide thereof;
Wherein:

R’ is hydrogen or optionally substituted alkyl;
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R* is hydrogen, halogen, optionally substituted alkyl, or -Si(R™)s;

R’ is hydrogen, halogen, or optionally substituted alkyl;

each instance of ====, designated as (a), (b), and (¢), represents a s’ingle or double
bond, provided that when ==== designated as (c) represents a double bond, then one of/R"!
and R®? is absent, and provided that when ==== designated as (¢) represents a single/bond,
then both R®! and R®? are present;

each instance of R®! and R®? is, independently, hydroge_n, -Li-R”?, or ZX*R* wherein
XA is -0-, -S-, or —N(RA)—; or RB! and RP? are joined to form an oxo group/ provided that at
least one of RB! and R®? is not hydrogen;

L; is a bond, —C(=0)-, -C(=0)0O-, -C(=0)S—, -C(=0)N(R";

wherein R™ is hydrogen, optionally substituted alkyl, or a nitrogep

, or -NRY)-(CR™ ),
protecting group, each
instance of R is independently hydrogen, halogen, or optiong

0,1,0r2;

y substituted alkyl, and p is

R™ is hydrogen, optionally substituted alkyl, optionally substituted alkenyl,
optionally substituted alkynyl, optionally substituted garbocyclyl, optionally substituted
heterocyclyl, optionally substituted aryl, or optiongly substituted heteroaryl, provided that
when L is a bond, then R®%is not hydrogen;

each instance of R” is independently Mydrogen, optionally substituted alkyl,
optionally substituted alkenyl, optionally gubstituted alkynyl, optionally substituted
carbocyclyl, optionally substituted hetgfocyclyl, optionally substituted aryl, optionally
substituted heteroaryl, carbonyl, silyl, an oxygen protecting group when attached to oxygen, a
sulfur protecting group when attgfhed to sulfur, or a nitrogen protecting group when attached
to nitrogen; optionally when aftached to N the two R* groups may be joined to form an
optionally substituted heteyocyclyl or optionally substituted heteroaryl ring; and optionally
when R®! and R®? are egch ~X*R* then two R* groups may be joined to form an optionally
substituted heterocy ring; and

R is optiof lly substituted alkyl, optionally substituted alkenyl, optionally
substituted alky/ 1, optionally substituted carbocyclyl, optionally substituted heterocyclyl,
optionally sybstituted aryl, optionally substituted heteroaryl, —C(zO)RA, -C(:O)ORA, -

& )2, O an oxygen protecting group.
The compound of claim 52, wherein R® is an optionally substituted alkyl.

The compound of claim 53, wherein R is -CHj.
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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
o
wherein:

pis1,2,3,4,5,or6; and
Z is -CHyX?, -CH(X?),, -C(X%)3, ~OR%, -SR%, -N(R%),, -SO),NR?),,

Rzog R§§
o>\
Z
@] , 0] ’orRo W;;\

wherein each instance of R” is independently hyérogen, optionally substituted alkyl,
optionally substituted alkenyl, optionally substituted/alkynyl, optionally substituted
carbocyclyl, optionally substituted heterocyclyl, ¢htionally substituted aryl, optionally
substituted heteroaryl, -C(=0)R?, -C(=0)OR%/-C(=0)N(R?),, an oxygen protecting group
when attached to oxygen, a sulfur protecting group when attached to sulfur, or a nitrogen
protecting group when attached to nitrogén, optionally when attached to N the two R” groups
may be joined to form an optionally gabstituted heterocyclyl or optionally substituted

heteroaryl ring;

each instance of X* is ind ependently fluoro, chloro, bromo, or iodo; and

760. The compound of claim 59, wherein R® is -CHs.
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61.  The compound of any one of claims 52 to 60, wherein R* is hydrogen.
62.  The compound of any one of claims 52 to 61, wherein R is hydrogen.

63. The compound of any one of claims 52 to 62, wherein each instance of 54z
designated as (a), and (b) is a double bond.

64. The compound of any one of claims 52 to 63, wherein ==== desjgnated as (c¢)
represents a single bond.

65. The compound of any one of claims 52 to 64, wherein X Blis Li-R® and R®?is

hydrogen.
66. The compound of claim 65, wherein L4 is a bopd.

67.  The compound of claim 65 or 66, whereinZL;-R"* is:

wherein:

each instance of R®* is independently halogen, -NO,, -CN, -OR%, SRﬁC, N(R(’C)g, -
C(=0)R%, -C(=0)OR, -C(=OW(R®),, optionally substituted alkyl, optionally substituted
alkenyl, optionally substitute¢/alkynyl, optionally substituted carbocyclyl, optionally
substituted heterocyclyl, opf onally substituted aryl, or optionally substituted heteroaryl;

wherein each ingfance of R is independently hydrogen, optionally substituted alkyl,
optionally substituted lkenyl, optionally substituted alkynyl, optionally substituted
carbocyclyl, optiﬂy substituted heterocyclyl, optionally substituted aryl, optionally
substituted hetgfoaryl, an oxygen protecting group when attached to oxygen, a sulfur
protecting gfoup when attached to sulfur, or a nitrogen protecting group when attached to
nitrogen,Optionally when attached to N the two R% groups may be joined to form an
Ally 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:

(E-1-h-),

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

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

(E-2-h-i),

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

70.  The compound of claim 52, wherein the gbmpound is selected from the group
consisting of: |

=

% N
““OIIIII :
MeO.\/\'O‘,@ Hs 83A
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and pharmaceutically acceptable salts thereof.

7. A pharmaceutical composition comprising a compound according to ang one of the
preceding claims, or a pharmaceutically acceptable salt, quaternary amine, of N-oxide
thereof, and a pharmaceutically acceptable excipient.

72. A method of treating a condition associated with angiogene£is comprising
administering to a subject in need thereof a compound according’to any one of the preceding
claims, or a pharmaceutically acceptable salt, quaternary amide, or N-oxide thereof, or a
pharmaceutical composition thereof.

73. The method of claim 72, wherein the conditign is a diabetic condition, an
inflammatory condition, macular degeneration, offesity, 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 pharmaceutically acceptable salt, quaternary amine, or N-

oxide thereof, or a pharmaceuti€¢al composition thereof.
75. The method of cl 74, wherein the condition is a proliferative disorder.
76.  The metho / "6' claim 75, wherein the proliferative disorder is cancer.

77. £thod of claim 76, wherein the cancer is a hematopoietic cancer,

'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 myeloproliferative
neoplasm.
82. The method of claim 81, wherein the myeloproliferative neoplasm is pripdary

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 activity in a cell comprising
contacting a compound according to any one of the preceding Zlaims, or a pharmaceutically
acceptable salt, quaternary amine, or N-oxide thereof, or a pharmaceutical composition
thereof, with the cell.

85. A method of modulating the B-catenin pat ay in a cell comprising contacting a
compound according to any one of the preceding claims, or a pharmaceutically acceptable
salt, quaternary amine, or N-oxide thereof, gt“a pharmaceutical composition thereof, with the
cell.

86. A method of modulating STATI activity in a cell comprising contacting a compound
according to any one of the precgding claims, or a pharmaceutically acceptable salt,

quaternary amine, or N-oxide/thereof, or a pharmaceutical composition thereof, with the cell.

87. A method of modulating the TGFB/BMP pathway in a cell comprising contacting a
compound accordin o/to any one of the preceding claims, or a pharmaceutically acceptable
salt, quaternary r or N-oxide thereof, or a pharmaceutical composition thereof, with the

cell.

88.

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

A/method of modulating HIF-1-alpha activity in a cell comprising contacting a

saJt, quaternary amine, or N-oxide thereof, or a pharmaceutical composition thereof, with the
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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 pharmaceuticagly
acceptable salt, quaternary amine, or N-oxide thereof, or a pharmaceutical compositig

thereof, with the cell.
90. The method of any one of claims 84 to 89, wherein the method is an j4 vitro method.
91. The method of any one of claims 84 to 89, wherein the method #5 an in vivo method.

92. A method of validating CDKS8 and /or CDK19 kinase actjfity in a cell by contacting a
CDKS or CDK19 Trp105 point mutant and a cortistatin or cogtistatin analog.

93. The method of claim 92, wherein the cortistatin ghalog is a compound according to
any one of the preceding claims, or a pharmaceuticall§ acceptable salt, quaternary amine, or

N-oxide thereof.

94.  The method of claim 92, wherein the/CDKS8 Trp105 point mutant has an amino acid
sequence which has a degree of homology to the amino acid sequence of SEQ ID NO: 1 of at

least about 80%.
9s. The method of claim 92, herein the CDK19 Trp105 point mutant has an amino acid
sequence which has a degree 6f homology to the amino acid sequence of SEQ ID NO: 2 of at

least about 80%.

96. A CDKS Trpd 05 point mutant.

98. A protein that has a degree of homology to the amino acid sequence of SEQ ID NO: 1
of At least about 80%.

99. A CDKI19 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 abouy/80%.

101. A protein that has a degree of homology to the amino acid sequence of SEQ ID NO: 2
of at least about 80%. '

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

group;

with an amine of formula HNR'R 7, or salt thereof, under reductive amination conditions.
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or a pharmaceutically acceptable salt thereof, with a reducing agent.

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

Formula (D):

wherein R® is -#(=0)R", or a pharmaceutically acceptable salt thereof; and treating the

compound ofFormula (E) with a compound of formula NHR'R?, to provide a compound of
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