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[0009] Finally the Orexin/OX,; pathway has been implicated in nicotine self-
administration (33, 34) and re-instatement of nicotine seeking (35, 36). Such data
suggest that OX4 antagonists could find utility as smoking cessation therapies.

[0010] Taken together the orexin system, in particular the OX; pathway may be
considered a target for the freatment of reward seeking behaviours, addiction and related

disorders.

[0011] There is therefore a need for compounds capable of attenuating orexin-1 (OX;)
activity. There is a further need for compounds capable of selectively modulating orexin-
1 (OX;) function.

SUMMARY OF THE INVENTION

[6012] In one aspect, the present invention provides_a compound of Formula |

0 R,

o )J\N J\/XWAr

Ry

(1

wherein:

Ra is ethvl proovl, isopropvl, cvclopropyl, n-bulvl iscbutyl, sec-bulyl, -butyl, or

avclopropvimethvl, each of which is optionally substituted by one or more fluoro:

Ry is selected from:

() hydrogen;

(i) a (1-4C)alkyl which is optionally substituted by one or more fluorg;

(it} a (3-6C)evcloalkyl which is optionally substituted by one or more fluoro; or

(ivl __a (3-6C)cycloalkyl(1-2Calkyl which is optionally substituted by one or

more fluoro:

Xis a group:

“{GREE%RE}FA}W‘"X{L(CRZbRSb}Dj

Wherein _
X0 is selected from -O- -N{R 1, ~N{R1-CIO)-, -CLOWNR1D)-, -NIRDCIOWNR- or -8~

mis O;
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nisQort:

R1 is selected from hvdrogen or a {1-2Calkyvl group which is optionally subslituted by

one of more (e .q. one to five) substituents selected from fluoro, hvdroxyl, NR1aR1b, (1-
2Calkoxy or (1-2Chaloalkoxy:

R1a and R1b are sach indepsndently selected from hydrogen or (1-20)alkyvl or Ria and

Rib ars linked such thal, together with the nitrogen atom fo which they are attached,

thev form a 4, 5 or 6 membered heterocvelic ring:

Rza, R3a, RZb, and R3b are gll hvdrogen:

Aris arvl or heleroarvl, each of which is optionallv substituted with one or more

substituents zelected from the group consisting of halo, cvano, nitrc or 2 aroup of the

formula;
SLxRE
whearein

L' is absent or a linker group of the formuta ~[CR'R®- in which r is an integer

selected from 1, 2, 3 or 4, and R’ and R® are each independentlv selected from

hvdrogen, halo, hvdroxy or a [1-4Calkvl, (3-6Cxvaloalkvl {(3-8Cevcloalkvi(1-

2Calkyl group which is oplionally substituted by one or more fluoro

substituents: or R’ and R® are optionally linked to such that, together with the

carbon atom o which they are attached, they form a (3-8Clovcloalkyl ring which

iz optionally substituied by one or more fluore substiuents;

X1 Is absent or selected from -C-, ~C{O)-, -CIOYO-, -OC{OY-, ~NIRS)-,
-N(R9}-C{O)-, ~CIOMN(RY}-, -N(RG)-C(OY0- ~QC{O-N(RIY-, -
NRSYC(OINR1G)-, -G, -80-, -802-, -S{OZN(RY)-, -NEDSOZ- or —
S(OYM=NR10)-, wherein RZ and R10 are selected from hydrogen, (1-4Calkyl,
{1-4Cifluoroalkyl or (3-6Cloyeioalikyl; and

R6 is hvdrogen, {1-6Clkvl, (2-6C)alkenyl, (2-6Calkynvl, arvl, arvi{ 1-2C)alkyl
{(3-6Cwoveloalkyl,  {3-6C\evcloalkvl{ 1-2Calkyl,  hsaterocvelvi,  heterocvelvi-(1-

20 alkyl, heteroarvl, or heteroarvl-(1-2Calkyvl,

and whersin B8 is optionally further substituted by one or more substiuent

groups independently selected from oxo, halo, cvano, nitro, or a group of the

formula:

-L.2-X2-R11

whereain
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L2 is absent or a linker group of the formula ~[CR™R"L- in which s is an

integer selected from 1. 2. 3 or 4, and R" and R" are each

independently selected from hvdrogen or a (1-4Cialkyvl, (3-6C cycloalkyl,

{3-6Cyeveloalkyi(1-2Calkyl group which is optionally substituted by ohe

or more fluoro substituents: or R'? and R™ are optionally linked to such

that, together with the carbon atom to which they are attached, they form

a {3-6Coveloalkyl ring which is optionally substituted by one or more

fluore substituents;

X2 is absent or selected from -O-, -C(O)-, -C(OYO-, -OC(0)-, -N(R14)-,
N(R14)-C(O)-,  -CIOWNIR14Y- -N(R14)-C(OY0-,  ~-OC(O)-N(R14)-
NRIC(OWNR1E)-, -8-, -80-, -S02-, -S(O)ZN(R14)-, -N(R14)S02- or
-S(0Y=NR14)-, wherein R14 and R15 are selected from hydrogen, (1-
4Chalkyl, (1-4Ciuoroalkyl or (3-6C)eycloalkyl: and

R11 is hvdrogen or a (1-6Calkyl (3-6C)cvcloaltkyl, (3-6C)eycloalkvi{ 1~

2Chalkyt aroup which is optionally substiiuted by one or mors fluoro

substituenis:

O is arvi or heteroarvl, each of which is optionally substituted with one or more R*

subsiituents, wherein R® is selecied from the group consisting of helo, cvano, nitro,_or a

aroup of the formulg;

*LB*X?}*R:&O

whearein

L% is absent or a linker group of the formuta —[CRY' R~ in which t is an integer

selected from 1. 2. 3 or 4. and R°" and R* are each independently selected from
hvdrogen or a {(1-4Cwalkyl, (3-6Ccvcloalkyl, (3-8Cievcloalkyl{1-2Calkyl group

which is aptionally substituted by one or more fluoro substituenis: or R and R*

are optionally linked to such that, together with thfcz carbon atom o which they are

attached, they form a {3-8C\ovaloaikyl ring which is optionallv subsiituled bv one

or more fluore subsiituents:

X3 is absent, -O-, -C(O), -C(O)O-, -OC(Q), -N(R33), -N(R33)}-C(O)-,
~C{OWNIR33)-, -N(R33-C(CYO-. -CC(ON(R33)-, -N(RIZCIOINR34)-, -S-, -
8O- -802- -S{O1ZN(R33)-, -N(R33)1802- or ~-S{0)=NR33)-, wherein R33 and
R34 are selected from hvdregen, (1-4Clalkyl, (1-4CYiuorcalkyl or {(3-

8Ceveloalkyl and
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H30 is hvdrogen, (1-6Clalkyl, (2-8Calkenyl, (2-8Calkynvl, arvl, arvi{ 1-2Calkyl,
(3-8 cvcloalkvi (3-6C eycioalkvi(1-2Chalkyl,  heterocveiyl,  heterocyehi-{1-

20)alkyl, heteroarvt, or heteroarvl-{1-2Calkvl,

and wherein R™ is optionally further substituted by one or more substituent

groups independently selected from oxo, halo, cvano, nifro, or a group of the

formula:
"LA'“X4”' R35
Wherein

L4 is absent or a linker group of the formula ~[CR36R371u~ in which u is

an_integer selected from 1. 2. 3 or 4, and R36 and R37 are each

independently selected from hvdrogen or a {(1-4Calkvl, {3-8C)ovaloalikyl,

{3-6C)evcloalkvl( 1-2Calkyvl group which is optionally substituted by one or

more fluoro substituents; or R386 and R37 are optionally linked to such

that, together with the carbon atom to which they are attached, they form

a {3-6Ceycloalkyl ring which is optionally substituted by one or more

Huoro substituents;

X4 is absent or selected from O~ -CIO}-, -CIOO-, -OCIO)-, -NIR38),
=N(R38)-C(O)-,  -C({O)-N(R38)-,  -N(R38}»-C(O)O-, -OC(O)-N(R38)-,
-N(R38IC(OIN(R39)-, -8- -80-, -802Z-, -S(O12N(R38)-, -N(R38)8C2- or
=S{OY=NRE38)-, wherein R38 and R3% are selected from hvdrogen, {1~
4Calkyl, (1-4CHluoraalkyl or (3-6C)cycloalkyl: and

R35 is hydrogen or a {1-6Ckelkvl, (3-8Coveloalkyl (3-8Covcloalkyi{1-

2Calkyl aroup which is optionally substituted by _one or more fluoro

substituenis;

or a pharmaceutically acceptable sall or solvate thereof. Also disclosed is a compound,

or a pharmaceutically acceptable salt or solvate thereof as defined herein.

fo012al In_another aspect, the present invention provides a compound which is

selecied from any one of the following:

(S)-N-{1-({5-chioropyridin-2-yhaminobutan-2-vI}-N, 5-dimethyl-2-(2H-1,2 3-triazol-2-
yvhibenzamide;

(S )-N-{1-({5-chioropvridin-2-vhaminobutan-2-vi-5-methvi-2-(2H-1,2 3-triazol-2-
yhibenzamids;

{5 -N-{ 1-{{B-chioropyridin-2-vDamingbutan-Z-vii-N-methvi-[ 1, 1-biphenvil-2-carboxamide:;

(S)-N-{1-{{5-chloropvridin-2-vDamine)-3-methvibutan-2-vi)-[1, 1-biphenvyll-2-carboxamide;
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(83N-{1-{{5-chloropyridin-2-yDamino -4-methyipentan-2-vi-[1, 1'-biphenyl}-2-

carboxamide:

{SY-N-{1-{{5-chloropyridin-2-vDamino-3-methvibutan-2-y)-2-methvl-4-phenvithiazole-5-

carboxamide;

{(8)-N-{1-{{5~-chioropvridin-2~yvhamino -4-methviventan-2-vl-2-methyi-4-phenyithiazole-5-

carboxamide;

{S)-N-{1-{{5-chloropyridin-2-vDamino -4-methvipentan-2-vi-N-methvi-{1.1'-biphenyi-2-

carboxamide;

(S)-N-{1-{{5-chlorapyridin-2-vlamino -4-methylpentan-2-v1-N. 2-dimethyl-4~

phenvithiazole-5-carboxamide;

(S)-N-{ 1-({5-chloropvridin-2-vDaming -3-methvibutan-2-yii-N-methvl-[1, 1-biphenvi]l-2-

carboxamide:

(S)-N-(1-({5-chloropvridin-2-yllamino -3-methvibutan-2-v)-N, 2-dimethvi-4-phenvithiazole-

S-carboxamide;
{(S3-N-{1-{{5-chlaropyridin-2-vilamino -3, 3-dimethyvibutan-2-vl-Nemethyi-[ 1, 1 -biphenvil-2-

carboxarmide;

{SY-N-2-{(B-chloropyridin-2-vDamino - 1-cvclopropylethy-N-methyi-[1, 1-biphenyil-2-

carboxamide;

{S)¥N-{1-{{5-chloropyridin-2~vDaminopropan-2-v-N-methyl-[ 1, 1-biphenyll-2-

carboxamide;

{S)-N-{1-{{5-chiorapyridin-2-yhamino -3-methvibutan-2-vi-N-cvclopropyl-I1 1'-biphenvil-

2-carboxamide;

(8¥-8-chioro-N-{ 1-{{5-chioropyridin-2-vllamingbutan-2-y)-N-methyl-2-(2H-1,2, 3-triazol-2-
yhibenzamide;

(S3-MN-{1-{(5-chioropyridin-2-vliaminobutan-2-vi-N-methyl-2-(2H-1.2. 3-trigzol-Z-vi}-5-
{rifluoromethylibenzamide;
{S1-N-{1-{{B-chloropyridin-2-yhiaminohutan-2-v[}-5-flucro-N-methyl-2-(2H-1.2 3-triazol-2-
ylibenzamide:
(S¥-5-bromo-N-(1-{{5-chloropyridin-2-vllaminobutan-2-vi)-N-methyl-2-(2H-1.2 3-iriazol-2-
viibenzamide;

(S)-N-{1-({5-chloropyridin-2-yllaminobutan-2-vI}-N-methyl-2-(2H-1.2, 3-triazol-2-v1}-5-
(frifluoromethoxybenzamide;
(8¥-N-{1-({5-chloropyridin-2-ylamino)butan-2-yl}-N,8-dimethvi-3-(2H-1.2, 3-triazol-2-

vhipicolinamide:

(SV-N-{1-({B-chioropyridin-Z2-vllaminobutan-2-vl}-N &-dimethyl-2-morphalinobenzamids;

{SWN-{1-{5-chloropyridin-2-vilaminobutan-2-vD-5-(dimethylamino -N-methyl-2-(2H-

1.2.3-razol-2-vbenzamide:




4e

(S)3-N-(1-{{5-chloropyridin-2-vlamingibutan-2-vI}-N-methyl-2-(2H-1,2 3-triazol-Z-y[)-5-
(triflucromethybnicotinamide:
(8)-B-chioro-N-{1-{{(5-chloropyridin-2-yhaminoibutan-2-y1)-2-(2H-1,2, 3-iriazol-2-
yhbenzamide;

(S)-N-{1-((5-chloropyridin-2-yliamino-3-methvibutan-2-vI-N, 2-dimethvl-5-phenvithiazole-

d-carboxaride:

(SR-N-{1-{{5-chloropyridin-2-vDamino -3-methvibutan-2-vD-N-methyl-2-phenvl- 1 H-indole-

3-carboxamide;
(S¥:-N-{1-{{5-chioropyridin-2-yhamino}-3-methvibutan-2-vi-N-methvl-2-(2H-1 .2, 3-triazol-2-
vlibenzamide;

(S)}-N-{1-{{4-fluorobenzyloxy)-3-methylbutan-2-vi-N-methyl-[1. 1-biphenvli-2-
carboxamide;

(S)-N-(1-({4, 6-dimethylpyrimidin-2-vloxyi-3-methvibutan-2-vi-N-methvi-[ 1,1 -biphenyll-2-

carboxamide;

{S-N-methyb-N-{3-methvi-1-{auinazolin-2-vioxyibutan-2-v3-11. 1 -biphenvil-2-

carpoxamide;

(S)-N-methyl-N-{ 3-meathvl-1-{{4-phenvipyrimidin-2-vDoxyibutan-2-vi}-[ 1, T'-biphanyll-2-

carboxamide;
(8)-N-methyl-N-{3-methvi-1-{{1-methvi-1H-benzoidlimidazol-2-vhoxy)butan-2-vi-{1.1-
biphenyll-2-carboxamide;
{S)-N-{1-((5-chloropyridin-2-vhoxy)-3-methyibutan-2-vi-N-methvi-[ 1, 1-biphenvil-2-

carboxamide;

{SWNemethyi-N-(3-methvi-1-{{4-phenvipyrimidin-2-yvhaminoibutan-2-vi)-[ 1, {'-biohenyii-2-

carboxamide;

{S)-N-methvi-N-(3-methyvl-1-{guinazolin-2-viamincbutan-2-vi)-[ 1. 1 -biphenvi}-2-

carboxamide,
(S¥N-{1-({4,6-dimethyipyrimidin-Z-ylamino-3-methvibutan-2-vi}-N-methyi-{1.1-
biphenvil-2-carboxamids;

(5)-N-methvi-N-(3-methyl-1-{{1-methvi- 1TH-benzoldlimidazol-2-vDaminobutan-2-yi}-[1.1'-
bishenvil-2-carboxamide;

(S3-5-chioro-N-methyl-2-(2H-1.2 3-triazol-2-y-N-{ 1-({5-(triflucromethvhpyrimidin-2-
yhamingibutan-2-vilbenzamide;

(S)-B-chloro-N-methyl-2-{2H-1 2 3-triazol-2-y1}-N-{1-((5-(triflugromethylovrazin-2-
vhiaminolbutan-2-vlibenzamide;

(S)-5-chioro-N-methyl-2-(2H-1,2,3-triazol-2-vD)-N-{ 1-{(6-(triflucromethylipyridazin-3-
vhaminolbutan-Z-vlibenzamids;
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(8)-8-chloro-N-methyl-2-(2H-1.2, 3-triazol-2-y[-N-(1-((B-(triflucromethviipyridin-2-
vhaminolbutan-2-vhbenzamide;

(S3-N-{ 1-{benzoidloxazeol-Z-viaminobutan-2-vl)-5-chioro-N-methyl-2-(2H-1,2. 3-triazol-2-
yhbenzamide;
(8)-N-{1-benzoldlthiazol-2-vlamino)butan-2-yl}-5-chloro-N-methyl-2~(2H-1,2 3-iriazcl-2-
yhibenzamide;
(8)-5-chloro-N-(1-{{5~-chioro-3-nitropyridin-2-vllamincbutan-2-vi)-N-methyt-2-(2H-1,2 3-

friazol-Z-vlibenzamide;

(S)-N.8-dimethyl-3-(2H-1,2 3-lrlazol-2-y1 -N-{(1-((5~(triflucremethvhipyrimidin-2-
vhiaminobutan-2-vlipicolinamide;

(8)-N,6-dimethyi-3-(2H-1,2 3-triazol-2-vD-N-{1-{(5-(trifluoromethvhipyrazin-2-
yvhaminobutan-2-ylipicolinamide;

(SN, B-dimethvi-3-(2H-1.2 3-triazol-2-v)-N-{1-({5-{trifluoromethyDpyridin-2-
yhaminolbuian-2-vlipicclinamide;
{S)yN-(1-{(5-chloropyridin-Z-vhiamino)}-3-methyibutan-2-vl)-N,5-dimethyl-2-(2H-1,2 3~
triazol-2-vlibenzamide;

{S)-N-{1-{{5-chloropyridin-2-yvhamino -3-methvibutan-2-vi-N, 1-dimethyi-1H-indole-3-

carboxamide;

(S)-N-{1-({5-chloropyridin-Z-vhamino - 3-methyibutan-2-vii-N. Z-dimethviquinoling-4-

carboxamide;

{S)-N-{1-{{5-chloropyridin-2-vliamino }-3~-methyvibutan-2-vl -MN-methyl-2-
(trittuoromethoxybenzamide;
(8}-5-chloro-N-methvi-N-{1-({8-methyipyridin-2-vhaminobulan-2-y}-2-(2H-1,2 3-triazol-2-
viibenzamide;

(S)-5-chiorg-N-methyl-2-(2H-1.2 3-trlazob-2-y-N-(1-{(6-{triflycromethylipyridin-3-
yvhaminoibutan-2-vlibenzamide;

(8)-N,6-dimethwl-3-{2MH-1.2 3-trigzol-2-yD-N-(1-{{B-(trifluoromethyvlpyridin-3-
vhamino)butan-2-viipicolinamide;
{S3-N-{1-{4-fluorobenzamido)-3-methvibutan-2-vhi-N-methyi-[1, 1 -biphenyii-2-
carboxamide;

(S)»-N-{1-{{4-fluorobenzviaming-3-methyibutan-2-vil-N-methy-[1, 1'-biphenyl}-2-

carboxamide;

(S)-N-methyl-N-(3-methvi-1-(3-phenviureidolbutan-2-yii-[1.1-biphenvij-2-carboxamide;
(S)3-N-{1-{{4-chiorophenvhiamino}-3-methyvlbutan-2-vli-N-methyi-[1,1"-biphenvi]-2-
carboxarmide;
(S)-N-{1-{{3~amino-b-chloropyridin-2-vllaminoibutan-2-yl}-5-chloro-N-methyl-2-(2H-1,2 3-

triazol-2-vhibenzamide:
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(SN, B-dimethyl-N-(1-(guinazolin-2-vlamino tbutan-2-v1})-3+(2H-1,2 3-triazol-2-
vhpicolinamide;
(S)-N-{1-{benzoldloxazol-2-vlaminobutan-2-vi)-N,8-dimethyl-3~(2H-1,2,3-triazol-2-
yiipicolinamide;

(S)-N-{1~(benzoldlthiazol-2-vlaminobutan-2-y[}-N 8-dimethvi-3-(2H-1,2 3-triazol-2-

viipicolinamide:

(S¥3-N-{1-{{5-chlorobenzo[dioxazol-2-vDaminghutan-2-v11-N 8-dimethyl-3-(2H-1,2.3-

friazol-Z-ylipicolinamide:

(SN, B-dimethyl-N-{1-{guinoxalin-2-viaminobutan-2-vi)-3-{2H-1.2 3-riazol-2-
viipicolinamide:
(8N, 6-dimethvi-N-{3-methvi-1-{(5-(trifluoromeathyvDovrimidin-2-vDaminobutan-2-v-3-

{2H-1.2,3-triazol-2-ylipicolinamide;

(8}-N, 8-dimethyl-N-{ 3-methyl-1-({5-(rifluoromethyDpyrazin-2-vllamino Youtan-2-yi)-3-(2H-
1,2, 3-triazol-2-vhpicolinamide;
{S)-N.6-dimethvl-N-{3-methvi-1-(quinazolin-2-vlaminobutan-2-y)-3-(2H-1,2 3-triazol-2-
yhpicolinamide;

(83N 8-dimethyl-N-{ 3-methvl-1-((5-(riflucromethylipyridin-Z-vhaminobutan-2-v[}-3-(2H-
1.2, 3-triazol-2-ylipicolinamids;

(8)-N-ethyl-8-methvi-3-(2H-1.2 3-triazol-2-vD-N-{1-{{5-(trifluoromethylipyrazin-2-
viiaminobutan-2-vlipicolinamide;

(S)-N-ethyl-G-methyl-3-(2H-1,2, 3-frigzol-2-y)-N-(1-{(5-{trifluoromethyDpyridin-2-
viiaminelbutan-2-vDpicolinamide;
{S)-N-ethyl-8-methvl-N-{1-{guinazolin-2-viamino)butan-2-v1}-3-(2H-1,2 3-trigzol-2-
viipicolinamide;

{S¥-N-ethyl-6-methyl-3-(2H-1,2 3-triazol-2-v)-N-(1-{{5-(rifluoromethvDpyrimidin-2-

viiaminobutan-2-yvDoicolinamide:;

(8 -N-{1-cyclopropvl-2-((5-liriflucromethylpvrimidin-2-vi aminoethyv)-N,6-dimethyi-3-

(2H-1,2 3-triazol-2-ylipicolinamide;

(S)-N g-dimethyi-N-{1-{quinclin-2-ylamino}butan-2-y1}-3-(2H-1,2. 3-triazol-2-
yvipicolinamide:

(SFN-{1-{{1.5-naphthyridin-2-vhiaminobutan-2-y[}-N 6-dimethyl-3-(2H-1,2 . 3-triazol-2-

vhipicolinamide;

{(S)-E-chioro-N-methyi-N-{ {-{guinciin-Z2-viaminobutan-2-v¥-2-{ 21-1 2 J-rigzol-2-

yiibenzamide;

{S¥-N, 3-dimethvi-N-{1-{{5-{triflucromethvDbyrimidin-2-vDaminobutan-2-vhisoauincline-1-

carhoxamide;
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{(S3-Nemethvi-N-(1-({5-(trifluoromethyDpvrimidin-2-vbamino butan-2-vhouinolineg-8-

carboxamide;

{8)-5-chloro-N-methvi-N-(1-((5-(iriflucromethylDpvrimidin-2-vDaminoibutan-2-vhguinoling-

&-carboxamide;

(Sw3-{dimethviamino-N-methyl-N-{ 1-{{8-{triflucromethyhpyrimidin-2-yDaminoYoutan-2-

vhisoguinoline-1-carboxamide;
(8)-N.6-dimathvl-N-{ 1-{mathvi{5-(triflucromethvDpyrimidin-2-vDamino butan-2-vi-3-(2H-

1.2 2-triazol-2-vDpicolinamide;

{S3-N-{1-{{Z2-methoxvethy 5-{trifluoromeihvhipyrimidin-Z2-vhamino butan-2-v)-N, 8-

dimethyl-3-{2H-1.2 3-triszol-2-vDipicolinamide;

(8)-N 8-dimethvi-3-{pyrimidin-Z-yD-N-(1-({5-{{riflucromethyiipyrimidin-2-vDaming butan-2-

yvhipicolinamide formic acid salt;

(&3-N-methyl-N-{1-({5-(trifluoromethivhDipvrimidin-2-yvDaminobutan-2-yDisoguinoline-1-

carboxamide;

(SRN-{1-({E~chloropyridin-2-yhamino)butan-2-vi}-N 4 S-trimethyl-2-(2H-1,2 3-triazol-2-
yhibenzamide;
{S3-N-(1-{{5-chloropvridin-Z2-vDaminobutan-2-vii-5-methoxy-N 4d-dimethyi-2-(2H-1.2.3-
trizzol-2-vlibenzamids;

{$)-N 6-dimethyl-3-(2H-1,2 3-triazol-2-vl)-N-{4,4 4-triflyoro-1-((5-
{triflucromethviipvrimidin-2-vilaminobutan-2-vlipicolinamide:
(&)-N.B-dimethvl-3-(1H-1.2 4-triazol-1-yD-N-(1~{{5-(triflucromethyDpyrimidin-2-

vllaminolbutan-2-vDipicolinamide formic acid sall;

(SN 8-dimethvi-3-{ 1H-pyrazol- 1y -N-(1-{(5-(trifluoromethvDpvrimidin-2-vDaminobutan-

2-vlipicolinamide formic acid salf;
(S-2-fluoro-N-methvl-6-(2H-1.2 3-trigzol-2-vD-N-{ 1-{{B-{trifluoromethyvliovrimidin-2-

vhamino)butan-2-vhibenzamids;

(8-B-methoxy-N-methvi-3~(2H-1.2 3-trazol-2-vI-N-(1-{{5-(trifluoromethyvlipyrimidin-2-

vhiaminobutan-2-vhipicolinamide:or  a  pharmaceutically  accepisble salt or sclvale

thereof.
[0013] In another aspect, the present invention provides a pharmaceutical composition
comprising a compound of the invention as defined herein, or a pharmaceutically acceptable

salt or solvate thereof, and one or more pharmaceutically acceptable excipients.

[0014] In another aspect, the present invention relates to a compound of the invention as
defined herein, or a pharmaceutically acceptable salt or solvate thereof, or a

pharmaceutical composition as defined herein, for use in therapy.
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[0015] in another aspect, the present invention relates to a compound as described

herein, for use in the freatment of schizophrenia and other psychotic disorders (e.q.,

psychotic disorder, psvchosis or schizoaffective disarder): dementla and other cognitive

disorders: anxiety disorders (e.q., generalized anxisty disorder, post-traumatic slress

disorder. panic disorders, acute stress disorder, social anxisty disorder, phobias

including acoraphobia, obsessive compulsive  disorder, trichlofiifomania  or  body

dismorphic disorder) mood disorders (e.q., depressive disorders. maior depressive

disorders, binolar disorders including bipolar | and U, bipolsr mania, bipolar depression);

addiction including  substance dependence (e.g. cocaine, opiates, cannsgbis or

prescription drug dependence), alcohol dependence, nicotine dependence or gambling

disorder: eating disorders (e.qg. binge eating, bulimia nervosa, anorexia nervoss or

obesitv), sleep disorders {(e.q. rapid eve movement sleep disorder); disorders ususlly first

diagnosed in infancy, childhood, or adolescence (e.q9.. altention-deficit disorder, autistic

spectrum disorders, Rett syndrome, Fragile X syndrome, Asperger svndrome and

disruptive behaviour disorders); restless leg syndrome: pain {e.qg. nsuropathic pain

inchuding chemotherapy induced pain or migraing); osteoporosis and neurodeganerative

disorders {e.q. Parkinson's or Alzheimer's diseasa). Also disclesed is a compound of the

invention as defined herein, or a pharmaceutically acceptable salt or solvate thereof, or a
pharmaceutical composition as defined herein, for use in the treatment of diseases or

conditions in which orexin-1 (OX,) activity is implicated.

[0018] ln-ansctheraspect—the-present-inventionrelales-teblso disclosed is the use of a
compound of the invention as defined herein, or a pharmaceutically acceptable salt or

solvate thereof, in the manufacture of a medicament for use in the treatment of diseases

or conditions in which orexin-1 (OX,) activity is implicated.

[0017] In another aspect, the present invention relates to use of g compound as

dascribed herein, or g pharmaceutically accepiable salt or solvate thersfore in the

manufacture of a medicamsnt for trealing a disease or condilion selected from

schizophrenia and other psvchotic disorders (2.q., nsychotic disorger, psychosis or

schiznaffactive disorder), dementia and othar cognitive disorders; amxisty disorders {(s.qg.,

generalized anxety disorder, posi-iraumatic siress disorder, panic disorders, acule

siress disorder, social anxiety disorder. phobias including agoraphobia, obsessive

compulsive disorder, trichlofiilormania or body dismorphic disorder): mood disorders {s.0.,

depressive disorders, major depressive disorders, bipolar disorders including bipolar |

and I, binpoler mania, bipolar depression); addiction including substance dependence

{e.g. cocaine, opiates, cannabis or prescription drug dependence), alcohol dependence

nicotine dependence or gambling disorder; eating disorders (e.q. binge eating, bulimia
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nervesa, anorexia nervosa or obesity): sleep disorders {s.g. rapid eve movement sleep

disorgen): disorders usually first disanosed in infancy, childhood, or adolescence (e.q.,

altention-deficlt.  disorder, autistic _spectrum  disorders, Rett syndrome, Fragile X

syndrome, Asperger _syndrome  and disruplive behaviour disorders), restless leg

gyndrome; pain {e.g. neuropathic pain including chemotherapy induced pain or

migraine),  osteoporosis  and  neurodegenerative  disorders  {e.g. Parkinsons  or

Alzheimer's disease). Also dislosed is a method of treating a disease or condition in

which orexin-1 (OX,) activity is implicated, said method comprising administering o a
subject in need of such freatment a therapeutically effective amount of a compound of
the invention as defined herein, or a pharmaceutically acceptable salt or solvate thereof,

or a pharmaceutical composition as defined herein.

[0018] Examples of conditions in which orexin-1 (OX,) activity is implicated include
behavioural arousal, eating disorders (e.g. binge eating, obesity), psychiatric conditions
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(e.g. schizophrenia, anxiety, mood disorders, reward seeking behaviours, alcohol or drug
(e.g. nicotine) addiction, panic disporders (such as panic attacks) and/or anxiety).

[0019] in-anotheraspectthe present-inventon—providesAlso disclosed is a compound,

or a pharmaceutically acceptable salt or solvate thereof, or a pharmaceutical composition

as defined herein, for use in the treatment of behavioural arousal, eating disorders (e.g.
binge eating, obesity), psychiatric conditions (e.g. schizophrenia, anxiety, mood
disorders, reward seeking behaviours, alcohol or drug (e.g. nicotine) addiction, panic

disporders (such as panic attacks) and/or anxiety).

[0020] in-another-aspect-the-wresentinvention-providesAlso disclosed is the use of a

compound, or a pharmaceutically acceptable salt or solvate thereof, in the manufacture

of a medicament for use in the treatment of behavioural arousal, eating disorders (e.g.
binge eating, obesity), psychiatric conditions (e.g. schizophrenia, anxiety, mood
disorders, reward seeking behaviours, alcohol or drug (e.g. nicotine) addiction, panic
disporders (such as panic attacks) and/or anxiety).

[0021] in-anstheraspest—the present-inveniienprovidesAlso disclesed is a method of

treating behavioural arousal, eating disorders (e.g. binge eating, obesity), psychiatric

conditions (e.g. schizophrenia, anxiety, mood disorders, reward seeking behaviours,
alcohol or drug (e.g. nicotine) addiction, panic disporders (such as panic attacks) and/or
anxiety), said method comprising administering to a subject in need of such treatment a
therapeutically effective amount of a compound, or a pharmaceutically acceptable salt or

solvate thereof, or a pharmaceutical composition as defined herein.

[0022] in-anetheraspech-the-presentinvention-providesAlso disclosed is a compound,

or a pharmaceutically acceptable salt or solvate thereof, or a pharmaceutical composition

as defined herein, for use in the production of an orexin-1 inhibitory effect.

[0023] ln-anciheraspech-the-preseni-nventionprovidesAlso disclosed is the use of a

compound, or a pharmaceutically acceptable salt or solvate thereof, in the manufacture

of a medicament for use in the production of an orexin-1 inhibitory effect.

[0024] lp-ansther-sspech-the-present-inventicngrovidesAlso disclosed is a method of

producing an orexin-1 inhibitory effect in vitro, said method comprising administering an

effective amount of a compound, or a pharmaceutiically acceptable salt or solvate

thereof.

[0025] in-ansther aspect-the-present-ipvention-previdesAlso disclosed {s a method of producing

an orexin-1 inhibitory effect in vivo, said method comprising administering an effective amount of

a compound, or a pharmaceutically acceptable salt or solvate thereof.



15

20

25

30

[0026] in-anctheraspectthe-present-invention-providesAlso disclosed is a method of

inhibiting orexin-1 (OX4) in vitro or in vivo, said method comprising contacting a cell with an

effective amount of a compound as defined herein, or a pharmaceutically acceptable salt

or solvate thereof.

[0027] The present inventien—disclosure further provides a method of synthesising a

compound, or a pharmaceutically acceptable salt or solvate thereof, as defined herein.

[0028] in-anotheraspect-the-present-inventien-providesAlso disclosed is a compound,
or a pharmaceutically acceptable salt or solvate thereof, obtainable by, or obtained by, or

directly obtained by a method of synthesis as defined herein.

[0029] in—ancther—aspact—the—present—invention—providesAlso disclosed is novel

intermediates as defined herein which are suitable for use in any one of the synthetic

methods set out herein.

[0030] Preferred, suitable, and optional features of any one particular aspect of the

present invention are also preferred, suitable, and optional features of any other aspect.

DETAILED DESCRIPTION OF THE INVENTION
Definitions

[0031] Unless otherwise stated, the following terms used in the specification and claims

have the following meanings set out below.

[0032] It is to be appreciated that references to “ireating” or “treatment” include
prophylaxis as well as the alleviation of established symptoms of a condition. “Treating”
or “treatment” of a state, disorder or condition therefore includes: (1) preventing or
delaying the appearance of clinical symptoms of the state, disorder or condition
developing in a human that may be afflicted with or predisposed to the state, disorder or
condition but does not yet experience or display clinical or subclinical symptoms of the
state, disorder or condition, (2) inhibiting the state, disorder or condition, i.e., arresting,
reducing or delaying the development of the disease or a relapse thereof (in case of
maintenance freatment) or at least one clinical or subclinical symptom thereof, or (3)
relieving or attenuating the disease, i.e., causing regression of the state, disorder or

condition or at least one of its clinical or subclinical symptoms.

[0033] A “therapeutically effective amount’” means the amount of a compound that, when
administered to a mammal for freating a disease, is sufficient to effect such treatment for the
disease. The "therapeutically effective amount” will vary depending on the compound, the disease
and its severity and the age, weight, etc., of the mammal to be treated.
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(S)-2-fluoro-N-methyi-6-(2H-1,2,3-triazol-2-y1)-N-(1-((5-(trifluoromethyl)pyrimidin-2-
yl)amino)butan-2-yl)benzamide;
(S)-6-methoxy-N-methyl-3-(2H-1,2,3-triazol-2-yl)-N-(1-((5-(trifluoromethyl)pyrimidin-2-
yhamino)butan-2-yhpicolinamide;or a pharmaceutically acceptable salt or solvate
thereof.

26. A pharmaceutical composition comprising a compound according to any one of
claims 1 to 25, or a pharmaceutically acceptable salt or solvate thereof, and one or more
pharmaceutically acceptable excipients.

27. A compound according to any one of claims 1 to 25, or a pharmaceutically
acceptable salt or solvate thereof, or a pharmaceutical composition as defined herein, for
use in therapy.

28. A compound according to any one of claims 1 o 25, for use in the treatment of
schizophrenia and other psychotic disorders (e.g., psychotic disorder, psychosis or
schizoaffective disorder); dementia and other cognitive disorders; anxiety disorders (e.g.,
generalized anxiety disorder, post-traumatic stress disorder, panic disorders, acute
stress disorder, social anxiety disorder, phobias including agoraphobia, obsessive
compulsive disorder, trichlofiilomania or body dismorphic disorder); mood disorders (e.g.,
depressive disorders, major depressive disorders, bipolar disorders including bipolar |
and I, bipolar mania, bipolar depression); addiction including substance dependence
(e.g. cocaine, opiates, cannabis or prescription drug dependence), alcohol dependence,
nicotine dependence or gambling disorder; eating disorders (e.g. binge eating, bulimia
nervosa, anorexia nervosa or obesity); sleep disorders (e.g. rapid eye movement sleep
disorder); disorders usually first diagnosed in infancy, childhood, or adolescence (e.g.,
attention-deficit disorder, autistic spectrum disorders, Rett syndrome, Fragile X
syndrome, Asperger syndrome and disruptive behaviour disorders); restless leg
syndrome; pain (e.g. neuropathic pain including chemotherapy induced pain or
migraine); osteoporosis and neurodegenerative disorders (e.g. Parkinson's or

Alzheimer's disease).

29. A-method-ofUse of a compound according to any one of claims 1 to 25, or a

pharmaceutically acceptable salt or solvate therefore in the manufacture of a

medicament for treating a disease or condition selected from schizophrenia and other

psychotic disorders (e.g., psychotic disorder, psychosis or schizoaffective disorder);
dementia and other cognitive disorders; anxiety disorders (e.g., generalized anxiety
disorder, post-traumatic stress disorder, panic disorders, acute stress disorder, social
anxiety disorder, phdbias including agoraphobia, obsessive compuisive disorder,
trichlofilomania or body dismorphic disorder); mood disorders (e.g., depressive
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disorders, major depressive disorders, bipolar disorders including bipolar | and ii, bipolar
mania, bipolar depression); addiction including substance dependence (e.g. cocaine,
opiates, cannabis or prescription drug dependence), alcohol dependence, nicotine
dependence or gambling disorder; eating disorders (e.g. binge eating, bulimia nervosa,
anorexia nervosa or obesity); sleep disorders (e.g. rapid eye movement sleep disorder);
disorders usually first diagnosed in infancy, childhood, or adolescence (e.g., attention-
deficit disorder, autistic spectrum disorders, Rett syndrome, Fragile X syndrome,
Asperger syndrome and disruptive behaviour disorders); restless leg syndrome; pain

(e.g. neuropathic pain including chemotherapy induced pain or migraine); osteoporosis

and neurodegenerative disorders (e.g. Parkinson's or Alzheimer's disease),-said-method




