
inhibition of AAK1 activity may have utility in the treatment of schizophrenia, cognitive deficits in 

schizophrenia, Parkinson's disease, bipolar disorder, and Alzheimer's disease. 

3. SUMMARY-OF-THE INVENTION 

This • vecitioPrdiscIosure  is directed, in part, to AAK1 inhibitors of the formula: 

R3  

k..N'"N  \ 
---- ,---.., 

R2 	N 

5 Ri 

and pharmaceutically acceptable salt thereof, wherein: Ri is R1A or optionally substituted C1-12 

hydrocarbyl or 2-12-membered heterocarbyl, which optional substitution is with one or more R1A; 

each RU is independently -ORic, -N(Ric)2, -C(0)Ric, -C(0)0Ric, -C(0)N(Ric)2, -N(Ric)C(0)0Ric, cyano, 

halo, or optionally substituted C1-12 hydrocarbyl or 2-12-membered heterocarbyl, which optional 

10 	substitution is with one or more Rio; each Rio is independently -0Ric, -N(Ric)2, -C(0)Ric, - 

C(0)0Ric, -C(0)N(Ric)2, -N(Ric)C(0)0R1c, cyano or halo; each Ric is independently hydrogen or 

optionally substituted C1-12 hydrocarbyl or 2-12-membered heterocarbyl, which optional substitution 

is with one or more of cyano, halo or hydroxyl; R2 is -NR2AR2B, wherein R2A is hydrogen and R28 is 

optionally substituted C1-12 hydrocarbyl or 2-12-membered heterocarbyl, which optional substitution 

15 	is with one or more R2c; or R24, and Res are taken together to form a 4-7-membered heterocycle 

optionally substituted with one or more R2c; each R2c is independently -0R2o, -N(R2D)2, -C(0)R2D,- 

C(0)0R2o, -C(0)N(R2o)2, -N(R2o)C(0)0R2o, cyano, halo, or optionally substituted C1-12 hydrocarbyl or 2- 

12-membered heterocarbyl, which optional substitution is with one or more with one or more R2D; 

each R20 is independently hydrogen or optionally substituted C1-12 hydrocarbyl or 2-12-membered 

20 	heterocarbyl, which optional substitution is with one or more of cyano, halo or hydroxyl; and R3 is 

hydrogen or C1-6 alkyl optionally substituted with one or more of cyano, halo or hydroxyl. 

One embodiment of the i,Fiveatida-disclosure  encompasses pharmaceutical compositions and dosage 

forms comprising a compound disclosed herein (Le., a compound of the frivot-tosclisclosure). 

Another embodiment of this iiweritien-disclosure  encompasses methods of inhibiting adaptor 

25 associated kinase 1 (AAK1), both in vitro and in vivo, which comprise contacting AAK1 with a 

compound offs the 	;-disclosure. 

In one as 	there 	ovided a method of inhibitingadaptor associated kinase 1 (AAKla 

activity, com.risin 	con ac •n 	with a eam.ound of the formula: 

R3 

'\I- N--"Ni  

--.. 
R2 	N 

RI  

30 or a pharmaceutically acceptable salt thereof, wherein: 
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RI is Ru or optionally substituted C1.12 hvdrocarbyl or 2-12-membered heterocarbyl. which 
optional substitution is with one or more R1a 

geobLit dskAgo-i 	&Algal cac,12. -C101Ric, -C(0)ORS:. -C(0)N(Ric12. -N(RiD)C(0)0Fin, 

cvano. halo, or optionally substituted Cle12 hvdrocarbyl or 2-12-membered heterocarbyl, which 

optional substitution is with one or more Ric 
each Rio is independently -0Ric. -N(Rio)2, -C(0)Ric. -C(0)ORic. -C(0)N(RjQ12. -N(Ric)e(0)ORic 

cvano or halo; 
each Ric is independently hydrogen or optionally substituted Cii2 hvdrocarbyl or 2-12- 

membered heterocarbyl. which optional substitution is with one or more of cvano. halo or hydroxyl; 
R2 	-1132.1 1,1 R 	is hydrogen and Rea is optionally substituted CI.12 hvdrocarbyl or 

2-12-membered heterocarbyl. which optional substitution is with one or more R2c; 

or R2A and R2B are taken together to form a 4-7-membered heterocycle optionally substituted 

with one or more R2c; 

each R2c is independently -0R2D. -N(R2D)2. -C(0)R2D. -C(0)0R2D. -C(0)N(R2D)2. -N(R2D)a010R2D, 

cvano. halo. or optionally substituted C1.12 hvdrocarbyl or 2-12-membered heterocarbyl. which 

optional substitution is with one or more amino. cvano. halo. hvdroxvl. or Rm.; 
each R2D is independently hydrogen or optionally substituted C1.12 hvdrocarbyl or 2-12- 

membered heterocarbyl. which optional substitution is with one or more amino, cvano. halo. or 

hydroxyl: and 
R3 is hydrogen or C1.6 alkyl optionally substituted with one or more cvano, halo or hvdroxvl. 

In one aspect. there is Provided the use of a therapeutically effective amount of a 
compound of the formula; 

R3 
)\*. N—N\ 

X 
R2 	N 

or a Pharmaceutically acceptable salt thereof in the manufacture of a medicament for 
treating or managing a disease or disorder mediated by AAK1 activity, wherein' 

Ri is Rir, or optionally substituted C1.12 hvdrocarbyl or 2-12-membered heterocarbyl. which 

optional substitution is with one or more R1A: 

each R. 	is independently -ORic, -N(Ricii. -C(0)Ric. -C(0)0Ric. -C(0)N(RiD)2, -N(Ric)a())0RiDs  
cvano. halo, or optionally substituted C3,42 hvdrocarbyl or 2-12-membered heterocarbvl. which 
optional substitution is with one or more RIB; 

each R1R is independently -ORic. -N(Rin12. -C(0)Rir. -C(0)0Ric, -C(0)14(Ric17. -N(Ric)a010Ric, 

cvano or halo: 
each Ric is independently hydrogen or optionally substituted C1-12 hvdrocarbyl or 2-12- 

membered heterocarbvl. which optional substitution is with one or more cvano. halo or hydroxyl; 

R2 is -NR2AR2e. wherein Ru is hydrogen and R713 is optionally substituted CH2 hvdrocarbyl or 
2-12-membered heterocarbyl. which optional substitution is with one or more fix; 

or R2A and Rte are taken together to form a 4-7-membered heterocycle optionally substituted 

with one or more R2c; 
each R2c is independently -0R20. -N(RaD12. -C(0)1320. -C(0)0R2D. -C(0)N(R2D12. -N(R2D)C(010R2D, 

cvano. halo, or optionally substituted Ci12 hvdrocarbvl or 2-12-membered heterocarbyl. which 
optional substitution is with one or more with one or more amino. cvano. halo. hydroxyl. or R2D; 
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each R2D is independently hydrogen or optionally substituted C1-12 hvdrocarbyl or 2-12- 
membered heterocarbvl. which optional substitution is with one or more amino. cvano. halo, or 
hydroxyl: and 

b is hydrogen or C1.0 alkyl optionally substituted with one or more of cvano. halo or hydroxyl. 

In one aspect, there is provided a compound of the formula: 

/ NM\  
-, 

(R2C)n 
0 	(R1A)m 

or a pharmaceutically acceptable salt thereof, wherein; 
A is cyclic C1;12 hvdrocarbvl or 4-7-membered heterocycle; 
I) is 47-membered heterocycle; 
each R1A is independently -0Ric. -N(R1c)2. -C(0)Ric. -C(0)0Ric. -C(0)N(Ric12 -N(R1c)C(0)0Ric, 

cvano. halo, or optionally substituted C1.12 hvdrocarbvl or 2-12-membered heterocarbyl. which 
optional substitution is with one or more Ria; 

each R1B is independently -ORic. -N(Ric)2. -C(0)Ric. -C(0)0Ric. -C(0)N(Ric),. -N(Ric)C(0)0Ric., 
cvano or halo; 

each Ric is independently hydrogen or optionally substituted Co, hvdrocarbvl or 2-12- 
membered heterocarbyl. which optional substitution is with one or more of cvano, halo or hydroxyl' 

each R2c is independently -0R2o. -N(R2o12. -C(01R2o. -C(0)0R2o. -C(0)N(R2o12. -N(R2o)C(0)0R2o, 
cvano. halo. or optionally substituted C1.12 hvdrocarbvl or 2-12-membered heterocarbyl. which 
optional substitution is with one or more with one or more amino. cvano. halo, hydroxyl. or R2o* 

each R/0 is independently hydrogen or optionally substituted Ci.12 hvdrocarbvl or 2-12- 
membered heterocarbvl. which optional substitution is with one or more of amino. cvano. halo 
hydroxyl' 

n is 1-3: and 
m is 0-3; 

with the proviso that when I) is oberidinvi. A is Phenyl. and lb° is -N(R20)2. R20 is not ethyl, 

in one aspect. there is provided a compound of the formula' 
- N N 

r 	N 	, _ 
pp 	\ - - --I 	// 	S 
—2C 	 X 	----....... 

\---:-.--/- 	(R1A)m 

or a pharmaceutically acceptable salt thereof, wherein: 
X is CH or N; 

each R1A is independently -0Ric. -N(R1c12. -C(0)Ric. -C(0)0Ric. -C(0)N(Rir)p. -N(Ric)C(0)0Rics  
cvano. halo. or optionally substituted Cs.v hvdrocarbvl or 2-12-membered heterocarbvl. which 
optional substitution is with one or more Ra; 

each Rie is independently -0Ric. -N(Ric12. -C(01Ric. -C(0)0Ric. -C(01N(Ric),  -N(Ric1C(010Ric, 
cvano or halo; 

each Ric is independently hydrogen or optionally substituted C1-12 hvdrocarbvl or 2-12- 
membered heterocarbyl. which optional substitution is with one or more of cvano. halo or hydroxyl; 
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each R2c is independently -0R20. -N(R20)7. -C(0)R2D. -C(0)0R2o. -C(0)14(R2D)2, -N(R2D)C(OlOR2o, 
cyano. halo. or optionally substituted C1-12 hvdrocarbvl or 2-12-membered heterocarbvl, which 
optional substitution is with one or more with one or more amino. cvano. halo. hydroxyl. or Rug 

each R2D is independently hydrogen or optionally substituted C1.19 hvdrocarbvl or 2-12- 
membered heterocarbvl. which optional substitution is with one or more of amino. cyano. halo. or 
hydroxyl: and 

m is 0-3. 

In one aspect. there is provided a compound of the formula: 

/ Nasi  

	

N 	N r "  --\ 

	

R2c
,1‘1) 	/i.  \) 

X 	---...„ 
\-----/— 	(RtiOin 

or a pharmaceutically acceptable salt thereof. wherein; 
X is CH or Nlz 
each ItA is independently -0131.c. -N(R).c12. -C(0)Ric. -C(010Ric. -C(01N(Ric12. -N(Ftic)C(0)0Ric, 

cvano. halo. or optionally substituted C112 hydrocarbvl or 2-12-membered heterocarbvl. which 
optional substitution is with one or more Rie; 

each R113 is independently -ORic. -N(Ric)2. -C(01RIc. -C(0)0Rtc. -C(0)/4(21c)2. -N(Ftsc1C(0)01Ric, 
cyano or halo; 

each Ric is independently hydrogen or optionally substituted Cs-Q hvdrocarbvl or 2-12- 
membered heterocarbvl. which optional substitution is with one or more of cyano. halo or hydroxyl; 

each R2c is independently -0R2o. -N(R21312. -C(0)Rzo. -C(0)0R2o. -C(0)N(R2D12. -N(R2D)C(0)0R2D, 
cvano. halo. or optionally substituted C1-12 hvdrocarbvl or 2-12-membered heterocarbvl. which 
optional substitution is with one or more with one or more amino. cyano. halo. hydroxyl. or R2DZ 

each RV is independently hydrogen or optionally substituted C1-12 hvdrocarbvl or 2-12- 
membered heterocarbvl. which optional substitution is with one or more of amino. cvano. halo, 
hydroxyl: and 

m is 0-3. 

In one aspect. there is provided a pharmaceutical composition comprising a compound as 
described above and a pharmaceutically acceptable excipient or diluent, 

In one aspect. there is provided method of inhibiting AAK1 activity, which comprises 
contacting AAK1 with a compound as described above. 

In one aspect. there is provided the use of a therapeutically effective amount of a compound 
as described above, or a pharmaceutical composition as described above in the manufacture of a 
medicament for treating or managing a disease or disorder mediated by AAK1 activity. 

Another embodiment encompasses methods of treating and managing diseases and 

disorders mediated by AAK1 activity. Examples of such diseases and disorders are believed to 

include Alzheimer's disease, bipolar disorder, pain, Parkinson's disease, and schizophrenia 

(including cognitive deficits in schizophrenia). 
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CLAIMS 

What is claimed is: 

1. 	A method of inhibiting adaptor associated kinase 1 (AAK1) activity, comprising 

contacting AAK1 with a compound of the formula: 

R3  

4\--"'..N "-N  \ 
------ „..----",... 

R2 	N 

5 Ri 

or a pharmaceutically acceptable salt thereof, wherein: 

10 

R1 is R1A or optionally substituted C1-12 hydrocarbyl or 2-12-membered heterocarbyl, which 

optional substitution is with one or more R1A; 

each Rif, is independently -0Ric, -N(Ric)2, -C(0)Rtc, -C(0)ORic, -C(0)N(Ric)2, -N(Ric)C(0)0R1c, 

cyano, halo, or optionally substituted C1-1.2 hydrocarbyl or 2-12-membered heterocarbyl, which optional 

substitution is with one or more R1B; 

each Rie is independently -ORic, -N(Ric)2, -C(0)R1c, -C(0)0Ric, -C(0)N(Ric)2, -N(Ric)C(0)0Ric, 

cyano or halo; 

each Ric is independently hydrogen or optionally substituted C1-12 hydrocarbyl or 2-12- 

15 membered heterocarbyl, which optional substitution is with one or more of cyano, halo or hydroxyl; 

R2 is -NR2AR2B, wherein R2A is hydrogen and Rea is optionally substituted C1-12 hydrocarbyl or 

2-12-membered heterocarbyl, which optional substitution is with one or more R2c; 

or R2A and R2B are taken together to form a 4-7-membered heterocycle optionally substituted 

with one or more R2c; 

20 each R2c is independently -0R2D, -N(R22)2, -C(0)R2D, -C(0)0R2D, -C(0)N(R2D)2, -N(R2D)C(0)0R22, 

cyano, halo, or optionally substituted C1-12 hydrocarbyl or 2-12-membered heterocarbyl, which optional 

substitution is with one or more amino, cyano, halo, hydroxyl, or R22; 

each R2D is independently hydrogen or optionally substituted C1-12 hydrocarbyl or 2-12-

membered heterocarbyl, which optional substitution is with one or more amino, cyano, halo, or 

25 hydroxyl; and 

R3 is hydrogen or C1-6 alkyl optionally substituted with one or more cyano, halo or hydroxyl. 

2. 	Atersetttcd of tteati-og- 	 teffserclettmediated-by-AAKlusetivity;  

to 	teatiese-te-ots d tie 	of 	therapeutically effective 	of settieh-oonelarreatuaatering 	a 	 ee#Use 	a 	 amount 

a compound of the formula: 

R3  

1\17-N.N -N  

\ 	"--- 
R2 	N 

30 

35 

40 

74 



or a pharmaceutically acceptable salt thereof in the manufacture of a medicament for treating pt' 

managing a disease or disorder mediated bvAAKlactMity, wherein: 

Ri is R1A or optionally substituted C1-12 hydrocarbyl or 2-12-membered heterocarbyl, which 

optional substitution is with one or more R1A; 

5 each R1A is independently -0Ric, -N(Ric)2, -C(0)Ric, -C(0)ORic, -C(0)N(R1c)2, -N(Ric)C(0)ORic, 

cyano, halo, or optionally substituted C1-12 hydrocarbyl or 2-12-membered heterocarbyl, which optional 

substitution is with one or more Rile;  
each Rte is independently -ORic, -N(R1c)2, -C(0)Ric, -C(0)0Ric, -C(0)N(Ric)2, -N(Ric)C(0)ORic, 

cyano or halo; 

10 each Ric is independently hydrogen or optionally substituted C1-12 hydrocarbyl or 2-12-

membered heterocarbyl, which optional substitution is with one or more cyano, halo or hydroxyl; 

R2 is -NR2AR2s, wherein R2A is hydrogen and Res is optionally substituted C1-12 hydrocarbyl or 

2-12-membered heterocarbyl, which optional substitution is with one or more R2c; 

or R2A and R2B are taken together to form a 4-7-membered heterocycle optionally substituted 

15 with one or more R2c; 

each R2c is independently -0R2D, -N(R2o)2, -C(0)R22, -C(0)0R22, -C(0)N(R2D)2, -N(R22)C(0)0R22, 

cyano, halo, or optionally substituted 01-12 hydrocarbyl or 2-12-membered heterocarbyl, which optional 

substitution is with one or more with one or more amino, cyano, halo, hydroxyl, or R22; 

each R2D is independently hydrogen or optionally substituted C1-12 hydrocarbyl or 2-12- 

20 membered heterocarbyl, which optional substitution is with one or more amino, cyano, halo, or 

hydroxyl; and 

R3 is hydrogen or C1-6 alkyl optionally substituted with one or more of cyano, halo or hydroxyl. 

3. The method-use of claim 2, wherein the disease or disorder is Alzheimer's disease, 

bipolar disorder, pain, Parkinson's disease, or schizophrenia. 

25 4. The method-•;use of claim 3, wherein the pain is neuropathic pain. 

5. The met,Eiced-use of claim 4, wherein the neuropathic pain is fibromyalgia or peripheral 

neuropathy (e.g., diabetic neuropathy). 

6. The method of claim 1 or use of any of the-proceding-claims 2-5, wherein Ri is R1A. 

7. The 	 1 	 the 	-claims 2-5 	 or use of method of claim 	or rase of any of 	preceding or method 

30 claim 6, wherein RI is optionally substituted 01-12 hydrocarbyl. 

8. The method or use of claim 7, wherein R1 is optionally substituted phenyl. 

9. The method of claim 1 or use of any of the-preeedEng-claims 2-5 or method or use of 

any of claims 6-8, wherein R1 is optionally substituted 2-12-membered heterocarbyl (e.g., 2-8 

membered heterocarbyl, 2-6 membered heterocarbyl, 2-6 membered heterocarbyl). 

35 10. The method or use of claim 9, wherein Ri is optionally substituted pyridinyl, thiophen, 

or imid 	zol. 
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11. The method of claim 1. or use of any of claims 2-5 or method or use of any of the 

ding-claims 640, wherein R1A is halo. 

12. The method of claim  1 or use of any of claims 2-5 or method or use of any of the 

weeding-claims 641, wherein R1A is -ORic, -N(Ric)2, -C(0)Ric, -C(0)ORic, or-C(0)N(Ric)2. 

5 	 13. 	The method of claim 1 or use of any of claims 2-5 or method or use of any of the 

weed-Mg-claims 6-12, wherein R1A is -ORic. 

14. The method of claim 1 or use of any of claims 2-5 or method or use of any of the 

preeedie-claims643, wherein R1B is -N(Ric)2, -ORic, halo. 

15. The method of claim 1 or use of claim 2, wherein or R2A and R2B are taken together to 

10 	form a 4-7-membered heterocycle optionally substituted with one or more R2c. 

16. The method of claim .1 or use of anv of claims 2-5 or method or use of any of the 

wee 	claims 6:15, wherein Ric is hydrogen. 

17. The method of claim 1 or use of any of claims 2-5 or method or use  of any of the 

pec-e-d-Aci-g-claims 6-16, wherein Ric is C1-12 hydrocarbyl (e.g., Ci-6 hydrocarbyl, C1-4 hydrocarbyl such as 

15 	methyl, ethyl, propyl). 

18. The method of claim 1 or use of an of ciaims 2-5 or method or use of any of the 

preeedir+g-claims  647, wherein R2c is -C(0)0R2D, -C(0)N(R2D)2, or -N(R2D)C(0)0R2D. 

19. The method of claim 1 or use of any of claims 2-5 or method or use of any of the 

pleas 	-claims 6-18, wherein R2c is -C(0)R2D. 

20 	 20. 	The method of claim 1 or use of any of claims 2-5 or method or use  of any of the 

preeeding-claims 6-19, wherein R2D is hydrogen. 

21. 	The method of ciaiml or use 	n of claims 2-5 or method or use of any of the 

preceding-claims 6-20, wherein R2D is C1-12 hydrocarbyl (e.g., C1-6 hydrocarbyl, C1-4 hydrocarbyl such as 
methyl, ethyl, propyl). 

25 	 22. 	The method of claim 1 or use of any of claims 2-5 or method or use of any of the 

weeedi-ng-claims 6-21, wherein R2D is 2-12-membered heterocarbyl comprising at least one nitrogen 

atom. 

23. The method of claim 1 or use of any of claims 2-5 or method or use of any of the 

preceding-claims 6:22, wherein at least one R2D is optionally substituted C1-12 hydrocarbyl, which 

30 	optional substitution is with one or more of amino, cyano, halo, hydroxyl. 

24. The method  of claim 1 or 	of any of 	2-5 or 	the use 	claims 	method or use of any of 

peoed-i-ng-claims 6-23, wherein R2D is 2-12-membered heterocarbyl comprising at least one nitrogen 

atom. 

25. The method of claim 1 or use of any of claims 	or method or use of any of the 

wherein 35wed-ing-claims  6-24, 	R3 is hydrogen. 

26. The method of claim 1 or use of claim 2, wherein the compound is of the formula: 

--%N -N\  
------ ,.....,t. 

N 
(R2c)r, 	D 

III 	(R1A)m 

or a pharmaceutically acceptable salt thereof, wherein: 

A is cyclic C1-12 hydrocarbyl or 4-7-membered heterocycle; 

40 	 D is 4-7-membered heterocycle; 
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each R1A is independently -0Ric, -N(Ric)2, -C(0)Ric, -C(0)0Ric, -C(0)N(Ric)2, -N(Ric)C(0)ORic, 

cyano, halo, or optionally substituted C1-12 hydrocarbyl or 2-12-membered heterocarbyl, which optional 

substitution is with one or more Rile; 

each R1B is independently -0Ric, -N(Ric)2, -C(0)Ric, -C(0)0Ric, -C(0)N(Ric)2, -N(Ric)C(0)01Ric, 

5 	cyano or halo; 

each Ric is independently hydrogen or optionally substituted C1-12 hydrocarbyl or 2-12- 

membered heterocarbyl, which optional substitution is with one or more of cyano, halo or hydroxyl; 

each R2c is independently -0R2D, -N(R2D)2, -C(0)R2D, -C(0)OR2D, -C(0)N(R2D)2, -N(R2o)C(0)OR2D, 

cyano, halo, or optionally substituted C1-12 hydrocarbyl or 2-12-membered heterocarbyl, which optional 

10 	substitution is with one or more with one or more amino, cyano, halo, hydroxyl, or R2D; 

each R2D is independently hydrogen or optionally substituted C1-12 hydrocarbyl or 2-12- 

membered heterocarbyl, which optional substitution is with one or more of amino, cyano, halo, or 

hydroxyl; 

n is 1-3; and 

15 m is 0-3. 

27. The method or use of claim 26, with the provision that D is not piperidinyl. 

28. The method or use of claim 26, with the provision that R2c is not -N(R2D)2. 

29. The method or use of claim 26, with the provision that A is not phenyl. 

30. The method or use of claim 26, with the provision that m is 1. 

20 31. The method or use of claim 26, with the provision that m is 2. 

32. The method or  use of claim 26, with the provision that R2D is not ethyl. 

33. A compound of the formula: 

<i---- '—  N-I\I  

(R2c)n 	D 
0 	(R1 A)m 

or a pharmaceutically acceptable salt thereof, wherein: 

25 A is cyclic C1-12 hydrocarbyl or 4-7-membered heterocycle; 

D is 4-7-membered heterocycle; 

each RiA is independently -ORic, -N(Ric)2, -C(0)Ric, -C(0)ORic, -C(0)N(Ric)2, -N(Ric)C(0)ORic, 

cyano, halo, or optionally substituted Ci-i2 hydrocarbyl or 2-12-membered heterocarbyl, which optional 

substitution is with one or more Rte; 

30 each R1B is independently -01Ric, -N(Ric)2, -C(0)Ric, -C(0)0Ric, -C(0)N(Ric)2, -N(Ric)C(0)ORic, 

cyano or halo; 
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49. The compound of claim 47, which is of the formula: 

%-7'N -NI  

,,.....---. 
1\1---*N1 R1A 

,„.N.„,,,,--- 
R2C 	 N 

R1A  

50. The compound of any of claims 33-49, wherein at least one R1A is halo. 

5 51. The compound of any of claims 33-49, wherein at least one R1A is -ORAL. 

52. The compound of claim 51, wherein Ric is optionally substituted C1-12 hydrocarbyl 

(e.g., C1-6 hydrocarbyl, C1-4 hydrocarbyl). 

or 

53. The compound of any of claims 33-49, wherein R2c is -C(0)0R2D, -C(0)N(R2D)2, 

-N(R2D)C(0)0R2D. 

10 	 54. 	The compound of any of claims 33-49, wherein R2c is -C(0)R2D. 

55. The compound of claim 53 or 54, wherein each R2D is independently hydrogen or C1-12 

hydrocarbyl (e.g., C1-6 hydrocarbyl, C1-4 hydrocarbyl). 

56. The compound of claim 53 or 54, wherein at least one R2D is optionally substituted 

C1-12 hydrocarbyl, which optional substitution is with one or more of amino, cyano, halo, hydroxyl. 

15 	 57. 	The compound of claim 53 or 54, wherein R2D is 2-12-membered heterocarbyl 

comprising at least one nitrogen atom. 

58. A pharmaceutical composition comprising a compound of any of claims 33-57 and a 

pharmaceutically acceptable excipient or diluent. 

59. A method of inhibiting AAK1 activity, which comprises contacting AAK1 with a 

20 	compound of any of claims 33-57. 

60. A-Frethod-of-tfeatmgoEmargag 	o — 	 by-PAK-1--aGtivity. - 	e .  eiserdcr mediated 
wNeh-e04--Aprises-adffiinistering-te-a-patient-iffHleeeThefeef-a-Use of a therapeutically effective amount 

of a compound of any of claims 33-57, or a pharmaceutical composition of claim 58 in the 
manufacture of a medicament for treating_or managing a disease or disorder mediated by ANC 

25 	activity. 

61. The method-use of claim 60, wherein the disease or disorder is Alzheimer's disease, 

bipolar disorder, pain, Parkinson's disease, or schizophrenia. 

62. The 	 61, 	the 	is ifiethod-use of claim 	wherein 	pain 	neuropathic pain. 

63. The meth-ad-use of claim 62, wherein the neuropathic pain is fibromyalgia or 

30 	peripheral neuropathy (e.g., diabetic neuropathy). 
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