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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-@

This ivention-disclosure is directed, in part, to AAKL inhibitors of the formula:

Rs
SO
/E\ /N\%
Ry N
Ry

and pharmaceutically acceptable salt thereof, wherein: Ru is Raa or optionally substituted Ci-12
hydrocarbyl or 2-12-membered heterocarbyl, which optional substitution is with one or more Rua;
each Rua is independently -OR1c, ~N(Ruc)2, -C(O)R1c, -C(O)OR1c, -C(O)N(R1c)2, -N(R1c)C(O)OR1c, cyano,
halo, or optionally substituted C1.12 hydrocarbyl or 2-12-membered heterocarbyl, which optional
substitution is with one or more Rig; each Rig is independently -OR1c, —-N(Ruic)2, -C(O)Ruc, -

C(0)OR1c, -C(O)N(R1c)2, -N{R1c)C(0O)OR4c, 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; Rz is ~NR2aR2s, wherein Raa is hydrogen and Rzz is
optionally substituted Ca.12 hydrocarbyl or 2-12-membered heterocarbyl, which optional substitution
is with one or more Rag; or Rza and Rzg are taken together to form a 4-7-membered heterocycle
optionally substituted with one or more Rac; each Rzc is independently —~ORzp, ~N(R2p)2, -C(O)Rap, -
C(O)OR2p, -C(0)N(R2b)2, -N(R20)C(0)ORz2p, cyano, halo, or optionally substituted Ci-12 hydrocarbyl or 2-
12-membered heterocarbyl, which optional substitution is with one or more with one or more Rop;
each Rap is independently hydrogen or optionally substituted Ci.12 hydrocarbyl or 2-12-membered
heterocarbyl, which optional substitution is with one or more of cyano, halo or hydroxyl; and Rz is
hydrogen or Ci alkyl optionally substituted with one or more of cyano, halo or hydroxyl.

One embodiment of the invention-disclosure encompasses pharmaceutical compositions and dosage

forms comprising a compound disclosed herein (i.e., a compound of the inveatiendisclosure).
Another embodiment of this investien-disclosure encompasses methods of inhibiting adaptor
associated kinase 1 (AAK1), both in vitro and in vivo, which comprise contacting AAK1 with a
compound offe the inventiondisclosure.

In one aspect, there is provided a method of inhibiting adaptor associated kinase 1
(AAK 1) activity, comprising contacting AAKL with a compound of the formula;

Rs
/\\4\KN
£
Ry SN
R4

or a pharmaceutically acceptable salt thereof, wherein:
R4 is R1a or optionally substituted Ci12 hvdrocarbyl or 2-12-membered heterocarbyl, which
optional substitution is with one or more Rl
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each Rials independently -ORsc, =N{Rac)z, -CIOIR1c, -C(O)YOR1c, -CIOIN(R1c)2. -N(R1c)C(O)0Rac
cvano, halo, or optionally substituted Ci10 hvdrocarbyl or 2-12-membered heterocarbyl, which
optional substitution is with one or more Rua:

each Rip is independently -ORic, ~N(Ric)z, -CIOR1c, -CIOIOR e, -CLOIN(R1c)2, -N{R1c)C(O)OR1c
cvano or halo;

each Ric s independently hvdrogen or optionally substituted Cya2 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more of cyano, halo or hvdroxyl;

Ro is ~NR2aRos, wherein Roa is hydrogen and Ros is optionally substituted C1az hvdrocarbyl or
2-12-membered heterocarbyl, which optional substitution is with one or more Rac;

or Roa and Rog are taken together to form a 4-7-membered heterocvcle optionally substituted
with one or more Roc:

each Rocis independently ~ORop, ~N(Rop)o, -C(OYR2n, -CIOYORop, -CIOIN(R2p)2. -N(R2p)C(O)YOR2p

cvano, halo, or optionally substituted C1.1» hvdrocarbyl or 2-12-membered heterocarbyl, which
optional substitution is with one or more amino. cyano, halo, hvdroxvl, or Rop;

each Rop is independently hvdrogen or optionally substituted Ci12 hvdrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more aming. cvano, halo, or
hydroxyl; and

Rz is hvdrogen or Cis alkyl optionally substituted with one or more cvano, halo or hydroxyl.

In one aspect ﬁ:here is provided the use of a therapeutically effective amount of a
compound of the formula:

or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for
treating or managing a disease or disorder mediated by AAK 1 activity .wherein:

R+ is Raa or optionally substituted Ci12 hvdrocarbyl or 2-12-membered helerocarbyl, which
optional substitution is with one or more R

each Rua s independently -OR1c. ~N(R1c)2. -C{O)Rc, -CIOYOR ¢, -CIOWN(Rac)2, -N(R1c)C(Q)0R4c
cvano, halo, or optionally substituted C110 hvdrocarbvl or 2-12-membered heterocarbyl, which
optional substitution is with one or more Rig;

each Rir is independently -ORqc, ~N(Raclo, -C(O)R1¢c, -COYOR1c, -CIOIN(R1c)2, -N(R1e)C(O)OR 10,
cvano or halo;

gach Ric is independently hydrogen or optionally substituted Ci.10 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more cvano, halo or hvdroxvl;

Ro is ~NRzaRos, wherein Ros is hydrogen and Rep is optionally substituted Cuaz hvdrocarbyl or
2-12-membered heterocarbyl, which optional substitution is with one or more Rec:

or Ros and Rop are taken together 1o form a 4-7-membered heterocycle optionally substituted
with one or more Roc:

each Roc is independently —=ORzp, ~N(R2p)o, -C(O)Rop, -C(O)0OR2p, -C(OIN(R2p)2, -N(R2p}C(OYOR2p,
cvano, halo. or optionally substituted Ci12 hydrocarbyl or 2-12-membered heterocarbyl, which
optional substitution is with one or more with one or more amino. cvano, halo, hydroxvl, or Rop;
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each Rop is independently hvdrogen or optionally substituted Co10 hydrocarbyl or 2-12-
membered heterocarbyl, which oplional substitution is with one or more amino, cvano, halg, or
hvdroxyl: and

Ra is hvdrogen or C1e alkyl optionally substituted with one or more of cyano, halo or hvdroxyl.

In one aspect. there is provided a compound of the formula:
=N
> N /
N N
(Rac)n D
(R1a)m

or a pharmaceutically acceptable salt thereof, wherein:
As cyelic Cirap hvdrocarbyl or 4-7-membered heterocycle:;
Dis 4-7-membered heterocycle:

each Ruis independently -OR1c, —~N(Rac)2, -C{OR1c, -CIOYOR1c, -CLOIN(R1c)o, -N(R1cYC(O)OR1c
cvano, halo, or optionally substituted C..10 hydrocarbyl or 2-12-membered heterocarbyl, which
optional substitution is with one or more Raig;

gach Rag is independently -ORac. =N{R1c)2, -CIOIR1c. -C(OI0ORc, -CIOIN(R1c)s, -N{R1c)C(OYOR 10,
cyano or halo;

each Ric is independently hvdrogen or optionally substituted Ci.10 hvdrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more of cyano, halo or hvdroxyl;

gach Roc is independently ~ORop, —N(Roo)z. -C{ORop, -CIOV0OR2p, -CIOIN(R2p)2. -N(R2p)}C(OYOR2p

cyano, halo, or optionally substituted C140 hvdrocarbyl or 2-12-membered heterocarbyl, which
optional substitution is with one or more with one or more amino. cyano, halo, hvdroxyl, or Rop:

each Rop is independently hvdrogen or optionally substituted Ci.12 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more of amino, cyano, halo, or
hydroxyl;

nis 1-3; and

mis 0-3:

with the provisos that: 1) Rocis not hvdroxyl or optionally substituted phenvi or pyridinvi; 2)
when D is diazapine and A is pyridinyl, Roc is not -C(O)C-tert-butyl; 3) when D is piperazin, A is phenyl
and Raa is chloro, Roc is not -C(OY0-tert-butvl; 4) when D is piperidinyl, A is pyridinvl and Ria is chloro,
Rac is not -NHC(OYO-tert-butyl: and B) when D is piperidinyl, A is pyridinvl and Rax
is -NHCH2CH2CH(CHa)o, Roc is not NHo.

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

ey

or a pharmaceutically acceptable salt thereof, wherein:

Xis CH or N;

each Riais independently -OR1c, ~N(R1c)z, -ClOR1c, -CIOVOR e, -CIOIN(R1c)2, -N{R1c)C(OYOR 1,
cvano, halo, or optionally substituted C1.1» hvdrocarbvl or 2-12-membered heterocarbyl, which
optional substitution is with one or more Rag:

each Rig is independently -ORc, ~N(Ric)z, -CIOR1c, -C(O)0R e, ~CION(R1c)2, -N(R1)CIOY0OR e,
cyano or halo;

(R1A)m
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each Ric is independently hvdrogen or optionally substituted Ci.12 hvdrocarbyl or 2-12-
membered heterocarbvl, which optional substitution is with one or more of cyvano. halo or hydroxvl:
each Roe is independently —ORon, ~N(Ron)2, -C{OR2p, ~-C(OYORp, ~CIOWN(Rop)2, -N(R2p)CIOYOR2p

cvano, halo, or optionally substituted Ci.10 hvdrocarbyl or 2-12-membered heterocarbyl. which
optional substitution is with one or more with one or more amino, cvano, halo, hydroxvl, or Rop;

each Rop is independently hvdrogen ar optionally substituted G112 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more of aming, cvano, halo, or
hydroxyl: and

m is 0-3.

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

L
~ _N /
oy
/@ X//"\\\

Rac \="""(Ria)m

or a pharmaceutically acceptable salt thereof, wherein:

Xis CH or N;

each Rials independently -ORzc. ~N(Ric)z, -C(O)R1c, -CIOYOR ¢, -C(OIN(R1c)2, -N(R1c)C(O)0R ¢,
cvano. halo. or optionally substituted C112 hydrocarbyl or 2-12-membered heterocarbyl, which
optional substitution is with one or more Ris;

each Rig is independently -OR:c, ~N(Ric)2, -C(O)Rac. -CIOI0R1c, -CIOIN(R1c)2, -N(R1c)C(O)OR ¢,
cyano or halo;

each Ric is independently hvdrogen or optionally substituted Cq1.12 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more of cyano, halo or hydroxyl;

each Roc is independently ~OR2p, =N{Rap)2, -C(O)R2p, -CIOI0R2p, -CIOIN{Rop)2, -N(RopIC(OYOR2p,

cvano, halo, or optionally substituted C..1» hvdrocarbyl or 2-12-membered heterocarbyl, which
optional substitution is with one or more with one or more amino, cvano, halo, hydroxyl, or Rop:

each Rop is independently hvdrogen or optionally substituted C1.12 hvdrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more of amino, cvanc, halo
hydroxyl; and

mis 0-3:

with the proviso that when X is CH, mis 1 and Ruais chloro, Rop is not t-butyl.

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

In one aspect, there is provided a method of inhibiting AAKL activity, which comprises
contacting AAKL with a compound as defined above,

In one aspect, there is provided the use of a therapeutically effective amount of a compound
as defined above. or a pharmaceutical composition as defined above in the manufacture of a
medicament for treating or managing a disease or disorder mediated by AAKL 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:
Rs
Z =
X N
L
R N
R4

or a pharmaceutically acceptable salt thereof, wherein:

R1 is R1a or optionally substituted Ci-12 hydrocarbyl or 2-12-membered heterocarbyl, which
optional substitution is with one or more Rua;

each Rua is independently -OR1c, ~N(Ru1c)2, -C(O)Ruc, -C(O)OR1c, -C(O)N(R1c)2, -N(R1c)C(0)OR1c,
cyano, halo, or optionally substituted C1.12 hydrocarbyl or 2-12-membered heterocarbyl, which optional
substitution is with one or more Ris;

each Ruis is independently -OR1c, —~N(Ra1c)2, -C(O)R1c, -C(O)OR1c, -C{O)N(R1c)2, -N(R1¢)C(0)ORu,
cyano or halo;

each Rac is independently hydrogen or optionally substituted Ci-12 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more of cyano, halo or hydroxyl;

R2 is ~NR2aR28s, wherein Roa is hydrogen and Rzs is optionally substituted Ca-12 hydrocarbyl or
2-12-membered heterocarbyl, which optional substitution is with one or more Rzg;

or Ra2a and Ras are taken together to form a 4-7-membered heterocycle optionally substituted
with one or more Rac;

each Rac is independently -ORap, ~N(Razp)2, -C(O)R2p, -C(O)OR2p, -C(O)N(R2p)2, -N(R2p)C(O)OR2p,
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 Rap;

each Rap is independently hydrogen or optionally substituted Ci-12 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more amino, cyano, halo, or
hydroxyl; and

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

2. A-method-oftreating-ormanaging-a-disease-or-disordermedisted-by-AMC-activits
whtich srises-administering to-apatientin-need-thereof-Use of a therapeutically effective amount
of a compound of the formula:

R3
/\%N
0
R N
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or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for treating or
managing a disease or disorder mediated by AAKL activity .wherein:

R1 is R1a or optionally substituted Cs1.12 hydrocarby! or 2-12-membered heterocarbyl, which
optional substitution is with one or more Raa;

each Rua is independently -OR1c, -N(R1c)2, -C(O)Ru1c, -C(O)OR1¢, -C(O)N(R1c)2, -N(R1c)C(O)OR1c,
cyano, halo, or optionally substituted C1.12 hydrocarbyl or 2-12-membered heterocarbyl, which optional
substitution is with one or more Ruis;

each Rig is independently -OR1c, -N(Ru1c)2, -C(O)Rac, -C(O)OR1c, -C(O)N(R1c)2, -N(R1c)C(O)OR g,

cyano or halo;

each Ruc 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 ~NR2aR28, wherein Raa is hydrogen and Rzs is optionally substituted Ci-12 hydrocarbyl or
2-12-membered heterocarbyl, which optional substitution is with one or more Rac;

or Roa and Rog are taken together to form a 4-7-membered heterocycle optionally substituted
with one or more Rac;

each Roc is independently —~OR2p, ~N(R2p)2, -C(0)Rap, -C(0)ORzp, -C(O)N(R2p)2, -N(R20)C(0)OR2p,

~ cyano, halo, or optionally substituted C1.12 hydrocarby! or 2-12-membered heterocarbyl, which optional

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

each Rop is independently hydrogen or optionally substituted Cu1.12 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more amino, cyano, halo, or
hydroxyl; and

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

3. The methed-use of claim 2, wherein the disease or disorder is Alzheimer's disease,
bipolar disorder, pain, Parkinson’s disease, or schizophrenia.

4, The smethod-use of claim 3, wherein the pain is neuropathic pain.

5. The method-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-preseding-claims_2-5, wherein R1 is R1a.

7. The method ¢of claim 1 or use of any of the-preceding-claims_2-5 or method or use of
claim 6, wherein R1 is optionally substituted Ci-12 hydrocarbyl.

8. The method or use of claim 7, wherein Rz is optionally substituted phenyl.
9. The method of claim 1 or use of any of claims 2-5 or the method or use of any of the

preceding-claims_6-8, wherein Ry is optionally substituted 2-12-membered heterocarbyl (e.g., 2-8
membered heterocarbyl, 2-6 membered heterocarbyl, 2-6 membered heterocarbyl).

10. The method or use of claim 9, wherein Rz 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
preceding-claims_6-10, wherein Raa is halo.

12. The method of claim 1 or use of any of claims 2-5 or the method or use of any of the
presedingclaims_ 8-11, wherein R1a is ~OR1c, ~N(R1c)2, -C(O)R1c, -C(0)OR1c, or -C(O)N(Ruc)e.

13. The method of claim 1 or use of any of claims 2-5 or the method or use of any of the
preceding-claims_8-12, wherein Raa is -OR1c. ‘

14. The method of claim 1 or use of anv of claims 2-5 or the method or use of any of the
preceding-claims_6-13, wherein R is -N(Ruic)2, -ORuc, halo.

15. The method of claim 1 or use of claim 2, wherein or R2a and Rzs are taken together to
form a 4-7-membered heterocycle optionally substituted with one or more Rac.

16. The method of claim 1 or use of any of claims 2-5 or the method or use of any of the
preceding-claims_8-15, wherein Ric is hydrogen.

17. The method of ¢laim 1 or use of any of claims 2-5 or the method or use of any of the
preceding-claims_8-16, wherein Ruc is C1-12 hydrocarbyl (e.g., C1-s hydrocarbyl, C1.4 hydrocarbyi such as
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 Roc is -C(0)OR2p, -C(O)N(R2b)2, or -N{R2p)C(O)ORzp.

19. The method of claim 1 or use of any of claims 2-5 or the method or use of any of the
preceding-claims_6-18, wherein Rac is -C(O)Rzp.

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

21. The method of claim 1 or use of any of ¢claims 2-5 or the method or use of any of the
preceding-claims 6-20, wherein Rap is C1.12 hydrocarbyl (e.g., C1.6 hydrocarbyl, C1.4 hydrocarbyl such as
methyl, ethyl, propyl).

22. The method of claim 1 or use of any of claims 2-5 or the method or use of any of the
preceding-claims_6-21, wherein Rop 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
preceding-claims 6-22, wherein at least one Rap is optionally substituted Cs.12 hydrocarbyl, which
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
preceding-claims 6-23, wherein Rap is 2-12-membered heterocarbyl comprising at least one nitrogen
atom.

25. The method of claim 1 or use of any of claims 2-5 or the method or use of any of the
precedingclaims 6-24, wherein Rs is hydrogen.

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

~ /
ro o)
zein (R1a)m

or a pharmaceutically acceptable salt thereof, wherein:
Ais cyclic C112 hydrocarbyl or 4-7-membered heterocycle;
D is 4-7-membered heterocycle;
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each Rua is independently -OR1c, -N(R1c)2, -C(O)Ruc, -C(O)OR1c¢, -C(O)N(R1c)2, -N(R1c)C(O)OR1c,
cyano, halo, or optionally substituted Ci-12 hydrocarbyl or 2-12-membered heterocarbyl, which optional
substitution is with one or more Ruig;

each Rig is independently -OR1c, -N(R1c)2, -C{O)R1¢, -C(O)OR1c, -C(O)N(R1c)2, -N(R1c)C(O)OR1c,
cyano or halo;

each Ruc is independently hydrogen or optionally substituted Ci-12 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more of cyano, halo or hydroxyl;

each Rzc is independently ~ORa2p, ~N(Rap)2, -C(O)R2p, -C(O)OR2p, -C(O)N{R2b)z2, -N(R20)C(0)OR2p,
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 amino, cyano, halo, hydroxyl, or Rap;

each Rap is independently hydrogen or optionally substituted Ci.12 hydrocarbyl or 2-12-
membered heterocarbyl, which optional substitution is with one or more of amino, cyano, halo, or
hydroxyl;

nis 1-3; and

m is 0-3.

27. The method or use of claim 26, with the provision that Rac is not hydroxyl or optionally
substituted phenyl or pyridinyl.

pyridinyl, Roc is not -C(O)O-tert-butyl.

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

29. The method _or use of claim 26, with the provision that when D is piperazin, A is phenyl
and Ruia is chloro, Rac is not -C(O)0-tert-butyl.

30. The method or use of claim 26, with the provision that when D is piperidinyl, A is
pyridinyl and Rua is chloro, Rac is not -NHC(0)O-tert-butyl.

pyridinyl and Ria is -NHCH2CH2CH(CHs)2, Rac is hot NHz.

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

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.

=N
O
N N
(RZC)n’—@
(R1a)m

or a pharmaceutically acceptable salt thereof, wherein:
Ais cyclic C1.12 hydrocarbyl or 4-7-membered heterocycle;
D is 4-7-membered heterocycle;

34. A compound of the formula:
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49, The compound of claim 48, further provided that Rzc is not optionally substituted

phenyl or pyridinyl.

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

r
K\N \N/N /
R2 /N\) / \

¢
(R1A)m/§/

51. The compound of claim 50, which is of the formula:
L
>~ N Y
NN Ria
R /NJ 7
2 N

C

—

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

e
/
(\N \N/N R
/N\) 74 \N "

Roc

R4
53. The compound of any of claims 342852, wherein at least one Rua is halo.
54, The compound of any of claims 342&-52, wherein at least one R1a is -OR1c.

55, The compound of claim 54, wherein Ric is optionally substituted C1.12 hydrocarby!
(e.g., C16 hydrocarbyl, C1.4 hydrocarbyl).

56. The compound of any of claims 3428-52, wherein Rac is -C(0O)OR2p, -C(O)N(R2p)z,
or -N(R2p)C(0)ORzp.
57. The compound of any of claims 3428-52, wherein Rzc is -C(O)R2p.

58. The compound of claim 56 or 57, wherein each Rzp is independently hydrogen or C1.12
hydrocarbyl (e.g., C1.6 hydrocarbyl, Ci-4 hydrocarbyl).

59. The compound of claim 56 or 57, wherein at least one Rap is optionally substituted
C1.12 hydrocarbyl, which optional substitution is with one or more of amino, cyano, halo, hydroxyl.

60. The compound of claim 56 or 57, wherein Rap 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 3428-60 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 3428-60.

) seor-tiaordesmadistod-by-AAKasthvity,
which-comprises-administerdngto-a-patientin-nesd-thereot-Use of a therapeutically effective amount

of a compound of any of claims 342&-60, or a pharmaceutical composition of claim 61 in the
manufacture of a medicament for treating or managing a disease or disorder mediated by AAKL

fa¥at Em Y

63 A ek { . i oy it
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10 64.
bipolar disorder, pain, Parkinson’s disease, or schizophrenia.

The method-use of claim 64, wherein the pain is neuropathic pain.
The method-use of claim 65, wherein the neuropathic pain is fibromyalgia or

The smethod-use of claim 63, wherein the disease or disorder is Alzheimer’s disease,

65.

66.
peripheral neuropathy (e.g., diabetic neuropathy).
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