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L. A compound of formula (I):
Ry O
R1 E X NrRz
N‘N/ H
Re
wherein:

R 1s selected from the group consisting of aryl or hetercaryl, wherein the arvi
or heteroaryl is substituted with one or more substituent groups selected from the
group consisting of halogen, Ci-Cs alkyl, Ci-Cs alkoxyl, C1-Cs haloalkyi, C3-Cio
cveloalkyl, evano, -O-(CHz)p-Ry, wherein p is an integer selected from 0, 1, 2, 3, and
4. and Ry is selected from Cs5-Ci cycloalkyl and Ci1-Cs haloalkyl, -S{O)R’, and
-S5(02)R’°, wherein each R’ is independently selected from the group counsisting of
hydrogen, C1-Cs alkyl, C1-Cs haloalkyl, -NR7Rs, where 7 and Rs are independently
selected from C1-Cs alkyl and C;-Ce haloalkyl, and -O-CHR12-Ry3, wherein Rizis H
or C1-Cs altkyl and Ryz 15 Cs5-Cs cycloatkyi;

Rs and Ry are each independently selected from the group consisting of
halogen, C1-Cs alkyl, C1-Cs alkoxyl, Ci-Cs haloalkyl, Ci-Cs haloalkoxyl, cyano,
-S{OR’, and -5{02)R";

Rg

Rs 15 selected from the group consisting of aryl or hetercarvl, wherein the arvi
or heteroaryl s substituted with one or more substituent groups selected from the
group consisting of halogen, Ci-Cs alkyl, Ci-Cs alkoxyl, Ci1-Cg haloalkyl, cyano, -O-
(CH:z3p-Ry, wherein p is an integer selected from 0, 1, 2, 3, and 4, and Ry is selected
from C3-Cio cvcloalkyl and Ci-Cs haloalkyl, -S{O)R’, -S{O2)R’, -NR7Rs, where Ry
and Rs are independently selected from C1-Cs alkyl and Ci-Cs haloalkyl, -NRoRyo,
where Ro and Ruo together form a saturated heterocyclic ring selected from the group
consisting of piperidinyl, pyrrolidinyl, azetidinyl, morpholinyl, thiomorpholinyl, 1,4~
oxarzepanyl, 2-oxa-3-azabicyclof2.2. 1theptanyl, and 2-oxa-6-azaspiro{3.3theptan-6-
vl, each of which can optionally substituted with deuterium, C1-Cs alkyl, or halogen;

Rsis hydrogen or Ci-Cs alkyl; or

a pharmaceutically acceptable salt thereof.
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2. The compound of claim 1, wherein the compound of formula (F) has

the following structure:

”

Xa
~ 10u%7
N R4 X2 N .

>

wherein:

X1, Xo, X5, and X4 are each independently -CRx~ or nitrogen;

if any of Xi, X2, Xs, or X415 ~-CRx, then each Ry is independently selected
from the group consisting of halogen, C1-Cs alkyl, and Ci-Cs haloalkyl;

Rs 1s hydrogen or Ci-Cs alkyl; and

Y 1s selected from the group consisting of piperidinyl, pyrrolidinyd, azetidinyl,
morpholinyl, azaspiro[3.3theptanyl, 1,4-oxazepanyl, and azabicyclo{2.2. 1Theptanyl,

each of which can be substituted with one or more Ci-Cs alkyl.

3. The compound of claim 1, wherein the compound of formula (I) has

the following structure;

wherein:
Ru is selected from the group consisting of!

{Ri1dm

(Rm)n m
" R and \/\\f

wherein:

nis an integer selected from 0, 1, 2, 3,4, and 5,

mis an nfeger selected from 0, 1, 2, 3, and 4;

each Ru: is independently selected from the group consisting of H, C1.Cs alkyl,
halogen, cyano, C1-Cs alkoxyl, Ci-Cs haloalkyl, ~-O-(CH:}p-Ry, wherein p is an integer
selected from G, 1, 2, 3, and 4, and Ry is selected from Cs-Cio cycloalkyl and Ci-Cs
hatoalkyl, and -O-CHR12-Ris, wherein Ruz 1s H or Ci-Cs alkyl and Rus s $5-Cy
cycloalkyl;

Rz 1s selected from the group consisting of!
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Rs
R R
Rs 4] G
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Rt : : ; SN - and SN ;
wherein:

nis an nteger selected from 0, 1, 2,3, 4, and 5;

m is an integer selected from 0, 1, 2, 3, and 4;

pis an integer selected from 0, 1, 2, and 3;

each Re 1s independently hydrogen or C1-Cs alkyl;

each Ris is independently selected from the group consisting of halogen, Ci-Cs
alkyl, Ci-Cs alkoxyl, Ci-Cs haloalkyl, cyano, -O-(CHz}p-Ry, wherein p is an infeger
selected from G, 1, 2, 3, and 4, and Ry is selected from Cs-Cio cycloalkyl and Ci-Cs
haloalkyl, -S{OR’, -S(O2)R’, -NR7Rs, where R7 and Rs are independently selected
from Ci-Cs alkyl and Ci-Cs haloalkyl, -NRsRie, where Ry and Rio together form a
saturated heterocyclic ring selected from the group consisting of piperidinyi,
pyrrolidinyl, azetidinyl, morpholinyl, thiomorpholinyl, 1,4-oxazepanyl, 2-oxa-5-
azabicyclo{2.2. 1 theptanyl, and 2-oxa-6-azaspiro[3.3jheptan-6-vl, each of which can
optionally substituted with devterium, C1-Ce alkvl, or halogen;

and pharmaceutically acceptable salts thereof.

4. The compound of claim 2, wherein the compound of formula (1) has

the following structure:

N (R

wherein:
q is an integer selected from 0, 1,2, 3,4, 5,6, 7. and §;
t1s an integer selected from 0, 1, 2, and 3;

each Ris is independently selecied from deuteriam, hydrogen, C1-Cq alkyl, and

each Rie is independently selected from hyvdrogen and halogen;

R is selected from:
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(Rit)m

R ?; @\;x

and ;
wherein:

i is an integer selected from 0, 1, 2, 3, 4, and 5.

mis an infeger selecied from 0, 1, 2, 3, and 4; and

each Ri; is independently selected from the group consisting of H, C1.Cs alkvl,
halogen, cyano, Ci1-Cs alkoxyl, -O-{CH2)p-Ry, wherein p is an integer selected from 0,
1, 2, 3, and 4, and Ry is selected from Cs3-Cio cycloatkyt and C1-Cs haloalkyl, and -0-
CHR12-Ru3, wherein Riz 1s H or C1-Cs alkyl and Ris 15 Cs-Cs cycloatkyl.
5. The compound of claim 4, wherein the compound of formula (I} has

the following structure:

(I-A),
wherein:
Ru 1s selected from
‘ (Re1)m
(Rﬂ}n;j » N\\/L\;

wherein:

nis an integer selected from 0, 1,2, 3, 4, and 5;

m is an integer selected from 0, 1, 2, 3, and 4, and

each R is independently selected from the group consisting of C1-Cs alkyl,
halogen, cyano, C1-Cs alkoxyl, -O-(CH2}p-Ry, wherein p is an integer selected from 0,
1,2, 3, and 4, and R, is selected from C3-Cio cycloalkyl and C1-Cs haloalkyl, and -O-
CHRu1z-Ras, wherein Riz is H or C1-Cs alky] and Rus is Cs5-Cs cycloalkyl

6. The compound of claim 4, wherein the compound of formula (I} has

the following structure:
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)
0 N
R z
1 | R ﬁ I \N
N., = =
N (I-D});
wherein:
Ris:

wherein:

Riais balogen or C1-Cs haleatkyl; and
Rimw 1s -O0-CHR12-Rus, wherein Riz is hydrogen or Ci-Cs alkyl and Ris 15 C5-Cs
cvcloalkyl

7. The compound of claim 4, wherein the compound of formula (I) has

the following structure:

)
O N
H
P
N\N =
Ris  (I-F)
wherein:
Ri s
Ritp
wherein:
Ruais H;

Ruw is halogen or cyano; and

Ris is halogen.
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& The compound of claim 4, wherein the compound of formula (I) has

the following structure:

Ri1-

-Gy,
wherein:
Rut is selected from the group consisting of halogen, cyano, and -0-
(CH2)p-Ry, wherein p 1s an integer selected from 0, 1, 2, 3, and 4, and Ry is Ci1-Cs

haloalkyl.

9. The compound of claim 4, wherein the compound of formula (F) has

the following structure:

o0
R N N
il & E
N, = =
N Rig (I-H)
whersirn:
Ry is:
Rﬂa
R’l‘lb@\
whersin:
Rinnis H;

Ry 18 halogen or -0-{CH»)p-Ry, wherein p is an mnteger selected from
0,1, 2,3, and 4, and Ry is {1-Cs haloalkyi: and
Rie is C1-Cq alkyl.

10. The compound of claim 4, wherein the compound of formula (I} has

the following structure:



WO 2020/014243

(-1
wherein:
Ry is:
Ry1p
wherein:
Riis H;

PCT/US2019/041026

Rus 18 halogen or ~-O-(CH2)p-Ry, wherein p is an integer selected from

0, 1, 2, 3, and 4, and Ry is C1-Cs haloalkyl; and
Risis C1-Ca alkyl

11 The compound of claim 1, wherein the compound of formula (I) has

the foliowing structure:

(I-B/E);
wherein;
Rz 15 selected from the group consisting of:
Rs ] )
W\N Rs s °
wJ A@L(R NS ¢ T o ¢ P

(Riadm : 1 ”; \N') 14 p; and &}N/ R F‘;
wherein:

mis an integer selected from 0, 1, 2, 3, and 4,
nis an integer selected from 0, 1, 2,3, 4, and 5
p is an integer selected from 0, 1, 2, and 3;

Rs 1s hydrogen or halogen;
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Rs is hydrogen or halogen; and

each Ris 1s independently selected from the group consisting of halogen, Ci-Cs
alkyl, Ci-Cs alkoxyl, C1-Cs haloalkvl, cyano, -O-(CH2)}p-Ry, wherein p is an integer
selected from 0, 1, 2, 3, and 4, and Ry is selected from Cs-Cio cycloalkyl and Ci-Ce
haloalkyl, -S(OR’, ~-S{O)R’, -NRsRs, where R7 and Rs are independently selected
from C1-Cs alkyl and Ci-Cs haloalkyl, -NRsR o, where Re and Rio together form a
saturated heterocyclic ring selected from the group consisting of piperidinyl,
pyrrolidinyl, azetidinyl, morpholinyl, thiomorpholinyl, 1,4-oxazepan-4-y1, 2-oxa-5-
azabicvclo]2.2. 1lheptan-3-y1, and 2-oxa-6-azaspiro]3.3theptan-6-y1, each of which

can optionally substituted with deuwteriurn, Ci-Cs alkyl, or halogen.

12, The compound of ¢laim 2, wherein the compound of formula (I has

the following structure:

)

(Rirdz (1-C):
wherein:
7 1s an integer selected from 0, 1. 2, and 3;
5 is hydrogen or halogen;
R is hydrogen or C1-Cy alkyl;
Y 15 selected fror the group consisting of Ci-Cs alkyl, Ci-Cs alkoxyl,
and -S(=0p-R’, wherein R’ is C1-Cs alkyl;

Ri7 i3 halogen.

13. The compound of claim 1, wherein the compound of formula (I} is
selected from the group consisting of:

6-f 3-chloro-4-(cyclopropyimethoxy yphenyl]-N-[{(2-
morpholinophenymethvlipyridazine-4-carboxanude;

6-{4-butoxy-3-chloro-pheny)-N-{(Z-morpholino-3-pyridyDmethylpyridazine-
4-carboxamide;

6-{6~chloro-3-pynidvl)-N-[{Z-roorpholino-3-pyridy methylipyridazine-4-

carboxamide;
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6-{3-chloropheny!)-N-{(2-morpholing-3-pyridvDmethy Hpvridazine-4-
carbosanude;

6-(4-chloro-2-methyl-phenyl)-N-{(2-morpholino-3-pyridylimethypyridazine-
4-carboxamide;

6-{4-tsobutoxy phenyl)-N-[(Z-morpholino-3-pyridyDmethvlpyridazine-4-
carboxamide;

N-[{Z-morpholino-3-pyridy Dmethyl}-6-f4-
(trifluoromethoxy jphenyl}pyridazine-4-carboxamide;

N-{(2-morpholino-3-pyridy Dmethyi]-6-{4-(2,2,2~
trifluoroethoxy yphenvljpyridazive-4-carboxamide;

6-{4-(cy clopropylmethoxy )pheny|-N-{{2-morpholing-3-
pyridyDmethypyridazing-4-carboxamide;

6-(3-chloro-4-ethoxy~phenyi}-N-[(2-morpholino-3-pyridyDmethylipvridazine-
4-carboxamide;

6-{3-chloro-4-propoxy-pheny 1}-N-[{2-morpholino-3-
pyridylimethyl}pyridazine-4-carboxamide;

6-(3~chloro-4-isopropoxy~phenyi}-N-{{2-morpholino-3-
pyridyDmethviipyridazine-4-carboxamide;

6-{4-ethoxy-3-fluoro-pheny )-N-{ (Z-morpholino-3-pyridyDethviipy ridazine-
4-carboxamide;

6-(3-fluoro-4-propoxy-phenyli-N-[(2-morpholino-3-
pyrnidymethylipyridazine-4-carboxamide;

6-(3-fluoro-4-isopropoxy-pheny-N-[ (Z-morpholino-3-
pyridyDmethvlipyridazine-4-carboxanude;

6-{4-(cy clopropoxy yphenyl]-N-{{2-morpholino-3-pyridy Dmethvijpyridazine-
4-carboxamide;

6-[6-(cy clopropylmethoxy )-3-pyridyl-N-[(2~-morphohino-3-
pyridymethyljpyridazine-4-carboxamide;

6-{4-chloropheny!)-N-{(2-morpholing-3-pyridvDmethy Hpvridazine-4-
carboxamide;

6-{3~chloro-4-(cyclopropylmethoxy)phenyl]-N-f{ 2-( I -methylinuno-~ 1 ~-oxo-1,4~
thiazinan-4-y1)-3-pyridylimethyl|pyridazine-4-carboxamide;

6-{3-chloro-4-{cy clopropylmethoxy Jphenyl]-N-{[2-(2-oxa-6-

azaspirof 3. 3Jheptan-6-y1)-3-pyridvijmethylpyridazine-4-carboxamide;

107



WO 2020/014243 PCT/US2019/041026

6-{3-chloro-4-{cyclopropylimethoxy yphenyl]-N-{[2-(2,2, 2-trifluoroethoxy }-3-
pyridyljmethvlipyridazine-4-carboxanude;

6-{3~chloro-4-(cyclopropvimethoxy yphenyl]-N-{{2-(1 4-oxazepan-4-v1}-3-
pyridylimethviipyrnidazine-4-carboxamide;

6-{ 3-chloro-4-(cy clopropylmethoxy )phenyl]-N-[{2-(Z-methyimorpholin-4-y1}-
3-pyndyljmethyi]pyrdazine-4-carboxamide:

6-f3-chloro-4-(cyclopropyimethoxy yphenyl]-N-[{2-(3~-methylmorpholin-4-y1}-
3-pyridyl|methyl|pyridazine-4-carboxamide;

6-13-chloro-4-(cyclopropylmethoxy)phenyl]-N-[(6-methyl-Z-morpholine-3-
pyridyDmethvlipyridazine-4-carboxanude;

6-{ 3~chloro-4-(cy clopropyimethoxy yphenyl]-N-[{4-methy{-2-morpholing-3-
pyridyDmethypyridazing-4-carboxamide;

6-[3-chloro-4-(cy clopropyimethoxy Jpheoyl}-N-{(5-methyi-2~-morpholino-3-
pyridyDimethylipyridazine-4-carboxamide;

6-{3-chloro-4-{cyclopropyimethoxy yphenylj-N-[(2-
morphohnophenyDimethy Hpyridazine-4-carboxamide;

6-{3~chloro-4-(cyclopropylmethoxy)phenyl]-N-f{ 2-(dimethylamino)-3-
pyridylimethviipynidazine-4-carboxamide;

6-{ 3-chloro-4-(cy clopropyimethoxy yphenyl]-N-[{2-pyrrolidin~- 1 -y1-3-
pyridyDmethylipyridazine-4-carboxamide;

6-f3-chloro-4-(cyclopropylmethoxy yphenyl]-N-[{2-(1 ~piperidy1}-3-
pyridylmethylipyridazine-4-carboxamide;

6-3-chloro-4-{cy clopropylmethoxy yphenyl]-N-{(5-flaoro-2-mworpholino-3-
pyridyDmethvlipyridazine-4-carboxanude;

6-{3~chloro-4-(cy clopropylmethoxy ypheny!]-N-{{4-morpholinopy rimidin-5-
yhmethyl]pyndasine-4-carboxamide;

6-[3-chloro-4-(cy clopropyimethoxy Jphenyl}-N-{(3-morpholimopyrazin-2-
vhmethyljpyridazine-4-carboxamide;

6-{3-chloro-4-(cyclopropylmethoxy yphenyl]-N-[{ 2-{(1§,48)-2-0xa-5~
azabicvclo]2.2. Hheptan-5-y1]-3-pyndyHmethyllpyridazine-4-carboxamide;

6-(3~chloro-4-(cyclopropylmethoxy)pheny)-N-(1-(2-methoxy pyridin-3-
yhethyDpyridazine-4-carboxamide;

6-{3-chloro-4-(cy clobuty Imethoxy jphenyl-N-[(Z-morpholino-3-

pyridyDmethylipyridazine-4-carboxamide;
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6-{3-chloro-4-(1-cyclopropylethoxy yphenyl}-N-[(Z-morpholino-3-
pyridyDmethvl}pyridazine-4-carboxanude;

6-{4-{cy clopropylmethoxy)-3-flucro-phenyl]-N-{{Z-morpholino-3-
pyridyDmethvlipynidazine-4-carboxamide;

6-{4-{cy clopropylmethoxy }-3-(triflucromethy Dphenyl]-N-[(Z-morpholino-3-
pyridyDmethylipyridazine-4-carboxamide;

6-4-{cy clopropylmethoxy yphenyl]-N-{(2-methoxy-3-
pyridyymethylipyridazine-4-carboxamide;

6-[4-(cyclopropylmethoxy phenyl]-N-[ (5-fluoro-2-morpholine-3-
pyridyDmethvlipyridazine-4-carboxanude;

6-{4-(cy clopropylmethoxy Yphenyl|-N-{{2-(3-methy Imorpholin-4-y1)-3-
pyridvijmethytpyridazing-4-carboxamide;

6-[3-chloro-4-(cy clopropyimethoxy Jpheny}-N-{(2-
methyisulfonylphenyymethyl]pyridazine-4-carboxamide (L1-1693);

6-{3-chloro-4-{cyclopropyimethoxy yphenylj-N-[(2-
methoxy phenyDmethy1]pyridazine-4-carboxamide {LI-1694);

6-{3~chloro-4-(cyclopropylmethoxy)phenyl]-N-{o-tolvimethylpyridazine-4-
carboxamide (L1-1699);

6-{3-chloro-4-{cy clopropylimethoxy )phenyl}-N-[]2-(2,2,3,3,5,5,6,6-
octadeuteriomorpholin-4-y1)-3-pyndyljmethylipyridazine-4-carboxamide (LI-1701});

6-13-chloro-4-(cyclopropyimethoxy yphenyl]-N-f{ 2-{2-
(trifluoromethy morpholin-4-yvij-3-pyridyiimethyl|pyridazine-4-carboxamide (LI-
1702):

6-{3-~chloro-4-{cyclopropyimethoxy yphenyl}-N-{(5-flucro-3-
pyridylmethyl}pyridazine-4-carboxamide (LI-1722);

6-1 3-chloro-4-(cy clopropylmethoxy yphenyl]-N-[[2-(Z-ethylmorpholin-4-y1}-3-
pyridylimethylipyridazine-4-carboxarnide (1LI-1723);

6-{3-chloro-4-(cyclopropyimethoxy yphenyl]-N-[{Z-isopropoxy-3-
pyridylymethyljpyridazine-4-carboxamide (LI-1724};

6-{4-{cyclopropylmethoxy pheny}-N-{(Z-methoxy-3-
pyridyDmethvlipyridazine-4-carboxanude (LI-1646);

6-{4-(cyclopropylmethoxy)phenyl]-N-{{2-

morpholinophenymethylipyridazine-4-carboxamide (LI-1685);

109



WO 2020/014243 PCT/US2019/041026

6-{4-{cvclopropylimethoxy jphenyl}-N-{[ 2-(2-oxa-6-azaspiro]3.3 theptan-6-y1}-
3-pyridylimethyljpyvridazine-4-carboxamde (LI-2126);

6-(4-cyanophenyl)-N-[(5-fluoro-2-morpholino-3-pyridyDmethviipvridazine-4-
carboxamide (L1-1668);

6-{4-chloropheny]}-N-{(5-flaoro-2-moorpholino-3-pyridy Dmethyljpyridazive-
4-carboxamide (LI-1669);

6-(4-chloropheny!)-N-{(Z-morpholinopheny Dmethyvljpyridazine-4-
carboxamide (LI-1673);

6-f4-(difluoromethoxy ypheny]-N-[(Z-morpholinophenyDmethyl}pyridazine-4-
carboxanude (LI-1675);

6-{4-(trifluoromethoxy jphenyl]-N-{(2-morpholinopheny ymethy i fpy ridazine-
4-carboxamide (LI-1682);

6-(4-cyanophenyl)-N-{(Z-morpholinopheny Dmethvljpyridazine-4-
carboxarmide (LI-1683});

6-{4-{trifluoromethoxy )pheny|-N-{{4-methyi-2-morpholino-3-
pyridylymethyl}pyridazine-4-carboxamide (LI-1678);

6-{4~-chloropheny}-N-[{(4~methyl-2-morpholino-3-pyridy Dmethyvijpyndazine-
4-carboxamide (LI-1681);

o-{4-(trifluoromethoxy phenyH-N-{{ 2-(3-methylmorpholin-4-y13-3-
pyridylimethylipynidazine-4-carboxamide {(LI-1679); and

6-{4-chloropheny!)-N-{{ 2-(3-methylmorpholin-4-y1)-3-
pyridylmethylipyridazine-4-carboxamide (LI-1680).

14, A method for modulating a Nav1.8 sodium ion channel, the method
comprising administering to a subject in need thereof, 3 modulating-effective amount

of a compound of any of claims 1-13 to the subject.

15, A method for inhibiting Nav1.8, the method comprising adnunistering
to a subject in need thereof, an inhibiting-effective amount of a compound of any of

claims 1-13 to the subject.

16. A method for treating and/or reducing symptoms of a condition,
disease, or disorder associated with an inereased Nav1. 8 aclivity or expression, the

method cornprising adroinistering to a subject in need of treatroent thereof a
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therapeutically effective amount of a compound of any of claims 1-13 to the subject to

treat and/or reduce the symptoms of the condition, disease, or disorder.

17. The method of claim 16, wherein the condition, disease, or disorder
associated with an increased Navl.8 activity or expression is selected from the group
consisting of pain, respiratory diseases, neurological disorders, and psychiatric

diseases, and combinations thereof.

18 The method of claim 17, wherein the pain is selected from the group
consisting of neuropathic pain, inflammatory pain, visceral pain, cancer pain,
chemotherapy pain, trauma pain, surgical pain, post-surgical pain, childbirth pain,
labor pain, neurogenic bladder, ulcerative colitis, chronic pain, persistent pain,
peripherally mediated pain, centrally mediated pain, chroric headache, nugraine
headache, sinus headache, tension headache, phantom limb pain, dental pain,

peripheral nerve injury, and combinations thereof.

19. The method of claim 17, wherein the disease or condition is selected
from the group consisting of HIV -treatment induced neuropathy, trigeminal neuralgia,
post-herpetic neuralgia, eudvnia, heat sensitivity, tosarcoidosis, irritable bowel
syndrome, Crohns disease, multiple sclerosis (MS), amyotrophic lateral sclerosis
(ALS), diabetic neuropathy, peripheral neuropathy, arthritis, rheumatoid arthritis,
osteoarthritis, atherosclerosis, paroxysmal dystonia, myasthenia syndromes,
mwyotonia, malignant hy perthermia, cvstic fibrosis, pseudoaldosteronism,
rhabdomyolysis, hypothyroidism, bipolar depression, anxiety, schizophrenta, sodium
channel toxi related illnesses, familial erythromelalgia, primary erythromelalgia,
familial rectal pain, cancer, epilepsy, partial and general tonic seizures, restless leg
syndrome, arrhvthmias, fibromayalgia, neuroprotection under ischaemic conditions
cause by stroke or neural trauma, tach-arrhythmias, atrial fibrillation, ventricular

fibrillation, and Pitt Hopkins Syndrome (PTHS).

20. The method of claim 15, further comprising administering to the

subject one or more additional therapeutic agents.
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21 The method of claim 20, wherein the one or more additional
therapeutic agents 1s selected from the group consisting of acetanunophen, one or

more NSAIDs, opioid analgesics, and combinations thereof.
22, The use of a compound of any of claims 1-13 in the manufacture of a

medicament for treating a condition, disease, or disorder associated with an increased

Navl.8 activity or expression in a subject afflicted with such a disorder.
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