
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 T 

This invention disclosure  is directed, in part, to AAK1 inhibitors of the formula: 

R3  

R2 
\

N
,..1\1 

R1  

and pharmaceutically acceptable salt thereof, wherein: R1 is R1A or optionally substituted C1-12 

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

each R1A is independently -ORic, -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 R1B; each RiB is independently -ORic, -N(Ric)2, -C(0)Ric, - 

C(0)0Ric, -C(0)N(R1c)2, -N(Ric)C(0)ORic, 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 R2B 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; each R2C is independently -OR2D, -N(R2D)2, -C(0)R2D, - 

C(0)0R2o, -C(0)N(R2o)2, -N(R2D)C(0)0R2D, 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 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 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 in-ve-ntien-disciosure  encompasses pharmaceutical compositions and dosage 

forms comprising a compound disclosed herein (i.e., a compound of the inventiondisclosure). 

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

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

compound of the 	disclosure. 

In one aspect, there is provided a method of inhibiting adaptor associated kinase 1  

(AAK1) activity. comprising contacting AAK1 with a compound  of  the formula:  
R3  

R2 
\

N
N 

or a pharmaceutically acceptable salt thereof, wherein:  

Ri is R1A or optionally substituted C112 hydrocarbyl or 2-12-membered heterocarbyl, which 

optional substitution is with one or more RiA;  
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R ilA is inde!:,„,:,mdently -0R1c, 	-C' _))Rich -C(0)0Ric,  

cv-j10, hc,da 	orjtionar,,, 	 or 2-12-membered heteroparbv!,  	 

opt 	sut 	ti>h 	i one,  or morr• 

each  Rii 1Fii  is ir dependently -DR:,„; :•NiRic)2,  -C(0)Ric, -C(0)0Ric, -C(0  $11.R1.02., -N(R1c)C(010R1c, 

br hat();  

inde::L,,erldentiylvdraen or optiort9 	 C1-12 	 2-12- 

membered rie- ..i.:i. rar2ar-b\d:  ,„vhich optional substitution 	ott or more of  c\:....anc, 	or hydrcY,',,,,k 

heterocarby, 	opdobal 	 v.„(ith one or more Rr,!c: 

ari,J I.e 	 lorrn a 4-7-n-,  :r 	 optionallysubstituted  

with 	or more R20: 
da;: 	c  is independently --aI,J.3„ 	 C'( `R: 	 -0,(0ThifR2D)2. -Ni[:R2D)C(0)022D 

cyano„ 	o,,)tionalb,' substituted 	 2-12-merbbd•,md lieterocarbyl. which  

optional subsiiitMion is with one or rnonp.:.: 	ova-1o, 	iThi iidroxyl, or 

each 	is  independently hydrogen or  1:::t's)LiortEir,,/ 	 ii.,,:drocarbyi or 2-12- 

membered het.--.,,,rocarbvi, which optional substitution is with one or more amino,  cvano_haig, or 

	 aj 

Rs is  hydrogen or 	alkyl optionally substituteo 	H one  or more cyari,D,  halo  or hydroxyl., 

In  one aspect, there is provided  the use of a therapeutically  effective amount of a 

compound of the formula: 
R3 

I 
R2 N 

.:j1 	Ce::_itiC.:ally acceptable salt  thueof 	f'neL,--It„ifac;-!..ure 	ri-lec.lic.-:e -rient for 

treatn? cr. 	 a disease or disorder mediated  i:;,v ,LAK:1„  

Or.  ol::::rtionaLly_substituted 	hydr.-:),d:E.:;rbyl or 2-12-membered heterocarbyl, which 

optional s.'Jristttitryti  is ktvit.1-,  one 	more  

eadr1s 1:-.(c_iederiflehtly 	L -C(0)Rie, -CLO)ORI.c. -C(0)N(Ric).2.  -N(R,10C(0)0R1c, 

cyan° hddo.  or (::i, bitionaily substit_ited C 1r  i-oxirocarbyl or 2-12-membered heterocarbyl, which  

substitution  is with  one or 

IS indePeniiiiieritki 	 -C(o)Ric, 

evanc: 

is i.- dbondebtlbydrodv (Jr. 	 o..r 2- t. 

v./H:0h   	 er hydroql: 

R2  is -NR2/„1-:,:, „:,,  .0,rberein  R2A is 	aric 	0,-.).!1(.„)na!tv 	 Cit.? fl•,,.;c:Tr....y.::;,:.•..rbvf  or 

2. 12-mernbered 1- '..eroctE:Tbyl, which cr 	I', 	one  

cc 	and 	are taken together . t..o -forrii a /1-7  

with end, r.,, r 	F 

eEmift P2:  is 	entiv -0R2D,,,_71\1(R2D,12 	 -C(0)01"-OD 

cyan o, 	or :::iptionaliv sLiLtsittuted Cl_12 hydrocarbyl  c.,!.  2-12-membered  neterooarlTy„1„ wbb.,h 

ontior)dil substilution is with one or more with one or  nryore amino, cvano, halo, hydroxyl.  or 



each RID is independently hydrogen or optionally substituted Cl._-i.2hvdrocarbyl or 2-12-- 

membered heterocarL.,y1; ,v,/hich optional '[....rbstitution is with one or hicn-e amino. cyan°, halo, or 

and 

hYdr,:ilgaor C:i_6 all oplionaliv substituted with one or more  of CV,7:110„ halo or hydroxyl. 

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

(R2c)n 

 

D 
N
,N 

(R1A)m 

       

or a 	 ,*:.:Ctq,,table  salt there. 	r_> 

A is cyclic 0142hydr,ipcarnvl  or -4-7-membered.  he-,.,n, 7()C701.s-I, 

D is 4-7-membered heterocyce.  
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F 'r,' R 	..lenencientiv 7 n 	 !( 	, C( 0)R 	-001)`)(7) 	-CI, _ 	 H R2c)C(0)0 R  

cyario  halo, or c -.)tionally subsintuted7 2l'iyr.lroc::arhyl  or  2-12-nTiembered heteocatvl, ‘Amich 

,gotioinal 	 cd.-1,7.1 or 

NJ( P 	 -C(Caj(Ric12, lvRi:-.:)C(0. )0Rid..  

_c_y ,,,no  or halo: 

each  H. is independently hydrogen or ptionally substituted 	hvdrocarbyl or  

membered heterocarbyl, which optional  substitution is 	one or snore of cyano,  halo or 

each  R2c is independently -0R2D, -N(R 	 -C(0J1\!.':',.;--. 2L:)2.. 

cyan°, halo,  or entional!v  substitutt:d 0142 hy(11-0,.:::?: 	or 2-12--rnernb,:-..n.ed heterocarbd 

optional substitution is with one Dr iiiinore with  one or more amino. cyan° I-1E110. hydr,..)xyl. 

each R22  IS incloo,:n,nderill',./ H./dioder! or optionally substiti...ned 	 or 2-12- 

membered heterc:K:i.:intryL 	 substi.Hden  is with one 	more or 	cvaric., h;a1o, or 

hydroxyl; 

n is 1-3: and 

m is 0-3:  

with lihe  provisos 	 nc.-:',I1-.,:vdroxyl  or ontionaliv  si,lbstituted  

when 	s  clia -z6n..r)ii-ie al 	 not -C(CnO7te1.-..i...),Litik 	whei-.1 ID id 	per.-.72ilin, A is phenyl  

and 	h r ,Z 	 ) when 	 is i 	 d 	is chloro, 

ril.)t 	 wheri IT> i53 ..7)ineridirry.I., 	iTaidirryl and F. 1.,.„ 

is , NI-1,::::::1-12(1:',FLOlr-lia-1.3)2,  Rzc is not 

In  one asoect, there is provided a compoundc<<the formula: 

/7 
R2C 
	

X 	

(R-ia)m 

or a bharmacebiiiiciaily  -...-,roeotable salt thereof, wherein: 

is: OH or IN', 

each 	-C,(0)Ric,  

C - 	no, 	or orrhonally 	 01-12 	r aryl or 2-12-mernberdri  

_optional  siinstituLion 	vnth one or mare 

each Ri„B is ihnedein( ;l 	,r.:C'-f0)P1c,--C(0)0R•:.., -Cc 0 	-N1(..Y Pl. 

cw:3 rd-) or halo: 

2b 



each Pee is independently nvdeoi[7.,en or optionally substituted Cle2 hvJieeeirlyie or 2-12- 

membered hetereeettel. which optional subsitution is with one or more of cyano, hale 	hvdh7»h,h: 

each f'12h 	independently -0R2Ei. -1\1( Ree:e 	-CLQ)01Ree, 	--ihhT,'h2h)ChQ)0R2a, 

cyan °. 	or oritierialki, si.rbatiterieci Ciee idvdrocianovi or 2-12-membered heterocarbyl. vvirlich 

°rational substitution is with n- or more with one or more arnino, 	Inc..cA 	hale. tr /eirce, 	Rei:.t, 

each P. em independently hydroaeri or optionally substituted 0e12 hyierocartiylor 2-12-

meeibered heterocarbyl,twhich eigLionol sul:iistitution is with one or more of  iEireine mese-1o, hale. or 

hvctii0Xyl..."Ond 

m is 0-3. 

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

N n, 
r%2C 

IT 
x 

(RiA)m 

or a .,Ilii.31e-haceuticaliy accepte iDie salt thereof. wherein: 

X is i; el or 1\1: 

each Re. is li- ii,r,e,Hoondently 	-N(Ric12. 	 -C(0)N(Rii:1, -N(Ric.)CLO)ORic,, 

c, . a, halo. a; ieptionally substituted 01-12 hydrocarbyl or 2-12-membered heterocarbyl, which  

olhLional substitution le with ens 	more RIB: 

each RIB IS ir) .dependently 	 -C(0)N(Rac)2. -N Ra C 0 ORi.~.  

cyano or halo: 

each Ric is independeritly hydrmr.in or optionally se betiLeied Ql_12 hydroca (Led or 2-12-

membered heterocarbvi. \Aihiefi ehtionai substitution is whh one or rriore of cyano, halo or hydrox\,':: 

each R20 is independorele -0Peo. 	 -0(0 ),.clq:eirie-C1QIN(R2ree  

_cyanid. halo. or optionally substitut.ed 	hytdrocarbyl 	2-12-membered heteroce.irloyl. wheel 

_otional substitution is with Uric! 	reiore with one or more amino, cyano, halo, ft./dee:eve or Pre: 

each R20 is independently l'hieriegen or of tionall substituted C1-12 hydrocarbyl or 2-12-

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

nyd 	and 

re is 0-3: 

with the proviso  that when X is CH,  m is 1 and R1A is chloro, R2D  is not t-butyl. 

In one aspect there is .rovided a pharmaceutical composition co 	sincompound as 

defined above and a pharmaceutically acceptable excidient or diluent.  

In one aspect, there is r.";'[)vided a method of inhibitinAAK1 activity, which comprises  

contacting AAK1 wilrh a compound as defined above.  

In one aspect, There is orovided the L15 ,7:=.!of ei •Lirieraioeuticall effective amount of a compound 

as defined above, or a pha::- rnEiceutical comppsition as defined above in the mantriacture of a  

medicament for t' ellmarLiVin;::  a disease or disorder mediated by  AAK1  

Another embodiment encompasses methods of treating and managing diseases and 

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

40 	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  

R2 	
N ,N 

	

5 
	 R1  

or a pharmaceutically acceptable salt thereof, wherein: 

Ri is RIA or optionally substituted 01-12 hydrocarbyl or 2-12-membered heterocarbyl, which 

optional substitution is with one or more R1A; 

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

	

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

substitution is with one or more RiB; 

each RiB is independently -ORic, -N(R1c)2, -C(0)Ric, -C(0)0131c, -C(0)N(Ric)2, -N(Ric)C(0)0R1c, 

cyano or halo; 

each Ric is independently hydrogen or optionally substituted 01-12 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 R2B is optionally substituted Ci_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(R2D)2, -C(0)R2D, -C(0)0R2D, -C(0)N(R2D)2, -N(R2D)C(0)0R2D, 

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

substitution is 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 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. 	A-method--:-.-14,7,.44,:ig-o-r--rFia-n-agiv 

which-ctT:rnpJse adrn-inistei ing too pati-nt in nF::::Jd th':- ..e-017.  Use of a therapeutically effective amount 

of a compound of the formula: 

R3  

R2 	N 
lN I 

30 

35 

40 
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or a pharmaceutically acceptable salt thereof, 	 a medicame -11 's2.t 	r!ligpr 

managing 	 mediateL,  

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 -ORic, -N(R1c)2, -C(0)Ric, -C(0)01Ric, -C(0)N(Ric)2, -N(Ric)C(0)0Ric, 

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

substitution is with one or more R1B; 

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

cyano or halo; 

	

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

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

R2 is -NR2AR2B, wherein R2A is hydrogen and R2B 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 -OR2D, -N(R2D)2, -C(0)R2D, -C(0)OR2D, -C(0)N(R2D)2, -N(R2D)C(0)0R2D, 

cyano, halo, or optionally substituted C112 hydrocarbyl or 2-12-membered heterocarbyl, which optional 

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- 

	

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

hydroxyl; and 

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

3. 	The aet-hed-L 	of claim 2, wherein the disease or disorder is Alzheimer's disease, 

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

25 	 4. 	The 

 

use  of claim 3, wherein the pain is neuropathic pain. 

 

5. The method cl:e,-,,of claim 4, wherein the neuropathic pain is fibromyalgia or peripheral 

neuropathy (e.g., diabetic neuropathy). 

6. The method of claim 1 o use of any of tt i-e-pfeeec,;---rig-claims  2-5, wherein Ri is R1A. 

7. The method of claim 1 or use  of any of the-orecedir+g-claims 2-5 or method or use of 

30 	claim 6, wherein Ri is optionally substituted Ci-12 hydrocarbyl. 

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

9. The method of claim 1 or use of an_y_,.:, 7 L.'a in 2- 5 o: 	me e:0 or use of any of the 

• ,ed-i-ng-claims 6-8, wherein Ri 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 imidazol. 
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11. The method of  claim 1 or use of any of claims 2-5 or the method or use of any of the 

preaeadr-hg-claims  6-10, wherein R1A is halo. 

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

pceoaeetiing-cla s_6111, wherein R1A is -ORic, -N(Ric)2, -C(0)R1C, -C(0)0Ric, or -C(0)N(R1c)2. 

	

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

claims  6-12, wherein R1A is -ORic. 

14. The method of ciaim or use of an, of claims 2-5 or the metho:.! ose of any of the 

preceding  claims  6-13, wherein R1B is -N(R1c)2, -01Ric, halo. 

15. The method of claim 1 or use of claim 2, wherein or R2A and R28 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 arTV Clan-is 2  or the method or use  of any of the 

liamid-Eiihlin claims  6-15, wherein Ric is hydrogen. 

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

p-ree ;n,-ipi-g-iclaims  6-16, wherein Ric is Cia2 hydrocarbyl (e.g., C1-8 hydrocarbyl, C1-4 hydrocarbyl such as 

	

15 	methyl, ethyl, propyl). 

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

preceding  claims  6-17, 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 anyof claims  2-5 or the method or use  of any of the 

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

	

20 	 20. 	The method of claim 1 or use. r env of c..•3 iMS 2-5 or the miithi:id 	oco  of any of the 

ianmailee-g--claims__6::19, wherein R2D is hydrogen. 

	

21. 	The method of claim 1 or use of . ; r I 	r 	r 	of nao of any of the 

taaaaoia-i-e-gaclaims  6-20, wherein R2D is C1-12 hydrocarbyl (e.g., C1-6 hydrocarbyl, 01-4 hydrocarbyl such as 

methyl, ethyl, propyl). 

	

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

claims 6,21, wherein R22 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 the method or use of any of the 

pr-eeeihg-claims 	wherein at least one R20 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 use of any of claims 2-5 or the method or use  of any of the 

weed-kg-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 rii:lainia 	or the mail •,:en cir use of any of the 

	

35 	preceding  claims  6-24, wherein R3 is hydrogen. 

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

N 

(R2C)n 
(RibA)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 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 RiB; 

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

	

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 -0R20, -N(R2D)2, -C(0)R2D, -C(0)OR2D, -C(0)N(R2D)2, -N(R2D)C(0)OR2D, 

cyano, halo, or optionally substituted Ci_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 Ci-i2 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 R2c is not hydroxyl or optionally 

substituted phenyl or pyridinyl. 

28. The method 	of claim 26, with the provision that when D is diazapine and A is 

pyridinyl, R2c is not -C(0)0-tert-butyl. 

	

20 	 29. 	The method,  or use of claim 26, with the provision that when D is piperazin, A is phenyl 

and R1A is chloro, R2c is not -C(0)0-tent-butyl. 

30. The method or use  of claim 26, with the provision that when D is piperidinyl, A is 

pyridinyl and R1A is chloro, R2c is not -NHC(0)0-tert-butyl. 

31. The method or use of claim 26, with the provision that when D is piperidinyl, A is 

	

25 	pyridinyl and RiA is -NHCH2CH2CH(CH3)2, R2c is not NH2. 

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

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

34. A compound of the formula: 

(R2c)n D 
(R1A)m 

30 	or a pharmaceutically acceptable salt thereof, wherein: 

A is cyclic C1_12 hydrocarbyl or 4-7-membered heterocycle; 

D is 4-7-membered heterocycle; 

35 

182 

40 



49. The compound of claim 48, further provided that R2c is not optionally substituted 

phenyl or pyridinyl. 

50. The compound of claim 48, which is of the formula: 

// 

/ 
R2C 	 \N 

(RiA)m 
• 

5 	 51. 	The compound of claim 50, which is of the formula: 

N  

R2C 

52. 	The compound of claim 50, which is of the formula: 

R1A 

1 
N 

N 

R2 

R1A 

/ \ 
N 

R1A 

	

53. 	The compound of any of claims 3z1152, wherein at least one R1A is halo. 

10 	 54. 	The compound of any of claims 3z 	wherein at least one R1A is -0R1C. 

55. The compound of claim 54, wherein Ric is optionally substituted C1-12 hydrocarbyl 

(e.g., Ci_6 hydrocarbyl, C1-4 hydrocarbyl). 

56. The compound of any of claims 342-&52, wherein R2c is -C(0)0R2D, -C(0)N(R2D)2, 

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

15 	 57. 	The compound of any of claims 348-52, wherein R2c is -C(0)R2D. 

58. The compound of claim 56 or 57, wherein each R2D is independently hydrogen or C1_12 

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

59. The compound of claim 56 or 57, wherein at least one R2D is optionally substituted 

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

20 	 60. 	The compound of claim 56 or 57, wherein R2D is 2-12-membered heterocarbyl 

comprising at least one nitrogen atom. 
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61. A pharmaceutical composition comprising a compound of any of claims 34-,;--60 and 

a pharmaceutically acceptable excipient or diluent. 

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

compound of any of claims 342.6-60. 

	

5 	 63. 	 iso-rd;;, !- 1:: 	by AA14-1—a-etiv  

`1,.--0--0 --.1n4ni:3c. 	 .of U. 	a therapeutically effective amount 

of a compound of any of claims 3L2 -,--60, or a pharmaceutical composition of claim 61 in I 

	

rrra nuf,..c _ - 	acing 0. r     66ea6e or ti ISO! e inediated  

	

10 	 64. 	The 	1.)±,:;,ft.of claim 63, wherein the disease or disorder is Alzheimer's disease, 

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

65. The +Tre4j,9-d--!.ise of claim 64, wherein the pain is neuropathic pain. 

66. The methc•J•d- use  of claim 65, wherein the neuropathic pain is fibromyalgia or 

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