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1,2,4-OXADIAZOLE DERIVATIVES AS HISTONE DEACETYLASE 6 INHIBITORS

TECHNICAL FIELD
The invention relates to 1,2,4-oxadiazole derivatives useful as histone deacetylase 6 inhibitors. The

invention also relates to pharmaceutical compositions comprising these compounds and to their use in therapy.

BACKGROUND

Histone deacetylases (HDACs) are part of a large family of enzymes that catalyze the removal of
acetyl group from histones and non-histone proteins. HDACs have crucial roles in numerous biological
processes, largely through their repressive influence on transcription. In humans, there are four classes of
HDACs which include a total of 18 proteins: class | HDACs are HDAC1, HDAC2, HDAC3 and HDACS; class I
HDACs are HDAC4, HDACS5, HDACG, HDAC7, HDAC9 and HDAC10; class Ill HDACs are Sir2-like proteins
SIRT1, SIRT2, SIRT3, SIRT4, SIRT5, SIRT6 and SIRT7; and class IV HDACs, which is HDAC11. The class |l
enzymes are further divided into two subclasses, class lla (HDAC4, HDAC5, HDAC7 and HDAC9) and class IIb
(HDAC6 and HDAC10).

Histone deacetylase 6 (HDACG) catalyzes primarily the deacetylation of non-histone substrates such
as alpha-tubulin, heat shock protein (Hsp)90 and cortactin.

HDACG6 activity has been reported to be involved in several pathological conditions, including cancer,
neurological, ciliopathic, infectious, cardiovascular, infectious and immune and inflammatory diseases, as
discussed in more detail below. HDACG inhibitors have thus emerged as an attractive therapeutic approach to
treat a broad spectrum of diseases.

Many of the HDAC inhibitors currently in development are pan-HDAC inhibitors, which are non-
selective against different HDAC isoforms. Pan-HDAC inhibitors are known to exhibit significant side effects; in
particular, toxic side effects have been associated with inhibition of certain HDAC class | isoforms, particularly
HDAC1 and HDAC2.

It would be advantageous to identify HDAC inhibitors that inhibit one or more, but not all HDAC
isoforms, and in particular compounds that inhibit HDAC6 while not inhibiting or inhibiting to a much lower
extent HDAC1 or HDAC2.

SUMMARY
In one aspect, the present disclosure refers to a compound of Formula (1) as described below or a salt

thereof:
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R7 and Re are each independently selected from hydrogen, Ci. alkyl, C1.6 haloalkyl, —(C+.s alkylene)-OR* and
-L'-RS;

R® and R are each independently selected from hydrogen, C1.6 alkyl, C+.s haloalkyl, =(C1.¢ alkylene)-OR* and
-L'-R5, or R? and R taken together with the N atom to which they are attached form a saturated 4- to 12-
membered heterocyclic ring optionally containing one additional heteroatom selected from N, O and S, wherein
said heterocyclic ring is optionally substituted with one or more R;

R", R, R™ and RS are each independently selected from hydrogen, Ci.s alkyl, C1.6 haloalkyl, Cs-7 cycloalkyl,
Cs cycloalkyl-C.¢ alkyl and —(C+.s alkylene)-OR?;

each R is independently selected from Cis alkyl, C1s haloalkyl, halo, Ci.s alkoxy, Ci. haloalkoxy, -OH,
-NR"7R™8, -COR?, -CN, -L8-carbocyclyl, -L8-aryl, -L8-heterocyclyl and —-L8-heteroaryl, wherein the carbocyclyl in
-L8-carbocyclyl, the aryl in —L8-aryl, the heterocyclyl in —L8-heterocyclyl and the heteroaryl in —L8-heteroaryl are
each optionally substituted with one or more R%;

each L8 is independently selected from a bond and C1. alkylene;

R'7 and R'8 are each independently selected from hydrogen, Ci. alkyl, C1.s haloalkyl, Cs7 cycloalkyl and Cs.s
cycloalkyl-Ci.¢ alkyl;

R is selected from hydrogen, C15 alkyl and C1.¢ haloalkyl; and

each R® is independently selected from Cis alkyl, Cis haloalkyl, halo, Ci.s alkoxy, Ci.s haloalkoxy, -OH,
-NR'7R'8, -COR" and -CN.

The compounds of Formula (I) as described herein are inhibitors of HDACs, particularly HDACS.
These compounds, and pharmaceutical compositions comprising these compounds, are useful for the
treatment of diseases associated with HDAC6. For example, the disease is cancer, an autoimmune or
inflammatory disease, transplant rejection, a ciliopathy, a disease of the nervous system, a mental or
behavioral disorder, an infectious disease, a cardiovascular disease, muscle atrophy or cachexia.

In another aspect, the present disclosure refers to a pharmaceutical composition which comprises a
compound as disclosed herein or a pharmaceutically acceptable salt thereof, and a pharmaceutically
acceptable carrier. The present disclosure further provides a pharmaceutical composition comprising a
compound of Formula (I), or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable
carrier.

In yet another aspect, the present disclosure refers to a compound as disclosed herein, or a
pharmaceutically acceptable salt thereof, for use as a medicament. The present disclosure further provides a
compound of Formula (1), or a pharmaceutically acceptable salt thereof, for use as a medicament.

The present disclosure further provides a compound of Formula (1), or a pharmaceutically acceptable
salt thereof, or a pharmaceutical composition comprising said compound and a pharmaceutically acceptable

carrier, for use in the treatment of a disease associated with HDACS.
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In yet another aspect, the present disclosure refers to use of a compound as disclosed herein, or
pharmaceutically acceptable salt thereof, for the manufacture of a medicament for the treatment of a disease
associated with HDACG. The present disclosure further provides the use of a compound of Formula (l), or a
pharmaceutically acceptable salt thereof, for the manufacture of a medicament for the treatment of a disease
associated with HDACG.

The present disclosure further provides the use of a compound of Formula (1), or a pharmaceutically

acceptable salt thereof, for treating a disease associated with HDACG.
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The present disclosure further provides a compound of Formula (1), or a pharmaceutically acceptable
salt thereof, for use as a HDACG inhibitor.

The present disclosure further provides a method for treating a disease associated with HDACS,
comprising administering a therapeutically effective amount of a compound of Formula (), or a
pharmaceutically acceptable salt thereof, to a patient in need thereof.

The present disclosure further provides a method of inhibiing HDAC6 activity, comprising
administering to a patient in need of said treatment an amount of a compound of Formula (I), or a
pharmaceutically acceptable salt thereof, sufficient to inhibit HDACG activity.

The present disclosure further provides a compound of Formula (1), or a pharmaceutically acceptable
salt thereof, or a pharmaceutical composition comprising said compound and a pharmaceutically acceptable
carrier, for use in the treatment of a disease selected from cancer, an autoimmune or inflammatory disease,
transplant rejection, a ciliopathy, a disease of the nervous system, a mental or behavioral disorder, an
infectious disease, a cardiovascular disease, muscle atrophy and cachexia.

In yet another aspect, the present disclosure refers to use of a compound as disclosed herein, or
pharmaceutically acceptable salt thereof, for the manufacture of a medicament for the treatment of a disease
selected from cancer, an autoimmune or inflammatory disease, transplant rejection, a ciliopathy, a disease of
the nervous system, a mental or behavioral disorder, an infectious disease, a cardiovascular disease, muscle
atrophy and cachexia. The present disclosure further provides the use of a compound of Formula (I), or a
pharmaceutically acceptable salt thereof, for the manufacture of a medicament for the treatment of a disease
selected from cancer, an autoimmune or inflammatory disease, transplant rejection, a ciliopathy, a disease of
the nervous system, a mental or behavioral disorder, an infectious disease, a cardiovascular disease, muscle
atrophy and cachexia.

The present disclosure further provides the use of a compound of Formula (1), or a pharmaceutically
acceptable salt thereof, for treating a disease selected from cancer, an autoimmune or inflammatory disease,
transplant rejection, a ciliopathy, a disease of the nervous system, a mental or behavioral disorder, an
infectious disease, a cardiovascular disease, muscle atrophy and cachexia.

The present disclosure further provides a method for treating a disease selected from cancer, an
autoimmune or inflammatory disease, transplant rejection, a ciliopathy, a disease of the nervous system, a
mental or behavioral disorder, an infectious disease, a cardiovascular disease, muscle atrophy and cachexia,
comprising administering a therapeutically effective amount of a compound of Formula (I), or a

pharmaceutically acceptable salt thereof, to a patient in need thereof.

DETAILED DESCRIPTION OF THE INVENTION

The present invention provides a compound of Formula (1) or a salt thereof:
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CLAIMS

1. A compound of Formula (1) or a salt thereof:
FsC

wherein

mis 0, 1or2;

each R is independently selected from halo, methyl and trifluoromethyl;

A'is selected from:

i) a 5 or 6-membered monocyclic or 9- or 10-membered bicyclic heteroaryl ring that is fully
aromatic, and
i) a 9- or 10-membered bicyclic heteroaryl ring consisting of a 5- or 6-membered monocyclic

heteroaryl ring fused to a saturated or partially unsaturated carbocyclic or heterocyclic ring,
wherein the 9- or 10-membered bicyclic heterocyclic ring is linked to the rest of the molecule
through the 5- or 6-membered monocyclic heteroaryl ring,

wherein A contains one ring N atom at a position adjacent to the ring atom through which ring A is attached to

the rest of the molecule, wherein A optionally contains from 1 to 3 additional ring heteroatoms selected

independently from N, O and S, and

wherein A is optionally substituted with one or two R? and in addition A is optionally substituted with one R,

each RZis independently selected from halo, C1. alkyl, C1.¢ haloalkyl, Cs7 cycloalkyl and —(C+.s alkylene)-OR*;

R3is selected from -L'-R5, -L2-OR¢, -L3-NR7R8, -L*-CONR®R10, -L5-NR"COR'?, -Y-L8-OR® and -Y-L"-NR'R¢,

L', L2, L3, L* and L® are each independently selected from a bond and Cy. alkylene;

L8 and L7 are each independently selected from C,.s alkylene;

each Y is independently selected from —O-, -NR"3-, -CONR"- and -NR'*CO-;

each R* is independently selected from hydrogen, Cis alkyl, C16 haloalkyl, Cs7 cycloalkyl and Cs7 cycloalkyl-

Cis alkyl;
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each R? is independently selected from carbocyclyl, aryl, heterocyclyl and heteroaryl, wherein the carbocyclyl,
the aryl, the heterocyclyl and the heteroaryl are each optionally substituted with one or more R;

R and R'2 are each independently selected from hydrogen, C1. alkyl, C1.6 haloalkyl and -L'-R5;

R” and R® are each independently selected from hydrogen, Ci. alkyl, C1.¢ haloalkyl, <(C1.c alkylene)-OR* and
-L'-Rs:

R? and R0 are each independently selected from hydrogen, C1. alkyl, C+.s haloalkyl, —=(C+s alkylene)-OR* and
-L'-R5, or R? and R taken together with the N atom to which they are attached form a saturated 4- to 12-
membered heterocyclic ring optionally containing one additional heteroatom selected from N, O and S, wherein
said heterocyclic ring is optionally substituted with one or more R;

R, R®3, R" and R are each independently selected from hydrogen, C1. alkyl, C+. haloalkyl, Cs.7 cycloalkyl,
Cs.7 cycloalkyl-Cy. alkyl and —(C+.s alkylene)-OR*;

each R is independently selected from Cis alkyl, Cis haloalkyl, halo, Ci.s alkoxy, Ci.s haloalkoxy, -OH,
-NR'"R18, -COR"®, -CN, -L8-carbocyclyl, -L8-aryl, -L8-heterocyclyl and —L8-heteroaryl, wherein the carbocyclyl in
-L8-carbocyclyl, the aryl in —L8-aryl, the heterocyclyl in —L8-heterocyclyl and the heteroaryl in —L8-heteroaryl are
each optionally substituted with one or more R%;

each L8 is independently selected from a bond and C+.s alkylene;

R' and R are each independently selected from hydrogen, Ci.s alkyl, C1.s haloalkyl, Cs.7 cycloalkyl and Cs7
cycloalkyl-C1.¢ alkyl;

R is selected from hydrogen, C+.s alkyl and C1. haloalkyl; and

each R® is independently selected from Cis alkyl, Cis haloalkyl, halo, Ci.s alkoxy, Ci. haloalkoxy, -OH,
-NR'""R", -COR" and -CN.

2. The compound of claim 1, wherein A is selected from:
i) a 5 or 6-membered monocyclic or 9- or 10-membered bicyclic heteroaryl ring that is fully
aromatic, and
i) a 9- or 10-membered bicyclic heteroaryl ring consisting of a 5- or 6-membered monocyclic
heteroaryl ring fused to a saturated or partially unsaturated carbocyclic or heterocyclic ring,
wherein the 9- or 10-membered bicyclic heterocyclic ring is linked to the rest of the molecule
through the 5- or 6-membered monocyclic heteroaryl ring,
wherein A contains one ring N atom at a position adjacent to the ring atom through which ring A is attached to
the rest of the molecule, wherein A optionally contains from 1 to 3 additional ring N atoms, and wherein A is

optionally substituted with one or two R? and in addition A is optionally substituted with one R®.

3. The compound of claim 1, wherein A is a 5- or 6-membered monocyclic or 9- or 10-membered bicyclic
heteroaryl ring that is fully aromatic, wherein A contains one ring N atom at a position adjacent to the ring atom

through which ring A is attached to the rest of the molecule, wherein A optionally contains from 1 to 3 additional
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ring N atoms, and wherein A is optionally substituted with one or two R? and in addition A is optionally

substituted with one R3.

The compound of claim 1, wherein A is selected from the cyclic groups listed below:

O m %3@
N

" N § .sS\ g
\Nlr\j \"Ofr; Ni | /\N E\\ /

wherein A is optionally substituted with one or two R? and in addition A is optionally substituted with one R3.
The compound of claim 1, wherein A is selected from the cyclic groups listed below:
0 0 AP
Na N Y
wherein A is optionally substituted with one or two R2 and in addition A is optionally substituted with one R3.

6. The compound of claim 1, wherein the compound has formula (lla) or (lIb), or a salt thereof
FsC

o

wherein one of Z', Z2 and Z3 is H and the others are independently selected from H and R2.

7. The compound of claim 1, wherein the compound has formula (llla) or (llIb), or a salt thereof
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(R

(Illa) z' (Illb) z'

wherein one of Z!, Z2 and Z%is R3 or H, and the others are independently selected from H and R2.

8. The compound of claim 1, wherein the compound has formula (IVa), or a salt thereof

(IVa)

wherein one of Z, 72, Z3 and Z* is selected from R2, R® and H, and the others are independently selected from

H and R, with the proviso that only up to two of Z, 72, Z% and Z* are R

9. The compound of claim 1, wherein the compound has formula (IVb), or a salt thereof
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FaC

%O\

NN

23

/ | N—
R — )

\N T \ / z

N~ .
(IVb) z

wherein one of Z', Z2, Z3 and Z* is selected from R2, R® and H, and the others are independently selected from

H and R?, with the proviso that only up to two of Z, 72, Z% and Z* are R

10. The compound of any one of claims 1 to 9, wherein mis 0.

11. The compound of any one of claims 1 to 10, wherein R? is selected from -L'-R5, -L2-OR8, -L3-NR'Ré,
-CONR®R10, -NR"COR2 and -Y-L7-NR7Ré.

12. The compound of any one of claims 1 to 11, wherein R3 is -L'-R.

13. The compound of any one of claims 1 to 11, wherein R3is -CONR®R"0 or -NR"'COR'2,

14. The compound of any one of claims 1 to 11, wherein R3 is -Y-L’-NR’R8, and Y is selected from -O-
and -NR™-,
15. The compound of any one of claims 1 to 11, wherein R3 is —ORS, wherein R8 is -L'-R5, or R3 is -NR"R8,

wherein one of R” or R8 is -L'-RS.

16. The compound of any one of claims 1 to 11, wherein R3 is -L2-ORS or —-L3-NR’R8, wherein L2 and L3

are each independently selected from Ci. alkylene.

17. The compound of any one of claims 1 to 16, wherein each R2is independently selected from Ci.4 alkyl,
C14 haloalkyl and —(C+.4 alkylene)-OR*.

18. The compound of claim 1, which is a compound selected from
3-(2-(1-Butyl-1H-pyrrolo[2,3-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
3-(2-(1-Propyl-1H-pyrrolo[2,3-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
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1-Butyl-N,N-dimethyl-5-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)-1H-pyrrolo[2,3-c]pyridine-2-
carboxamide,
N,N-Diethyl-3-((4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2'-bipyridin]-5-yl)oxy)propan-1-amine,
1-Butyl-N-ethyl-5-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)-1H-pyrrolo[2,3-c]pyridine-2-
carboxamide,

4-(3-((4'-(5-(Trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-5-yl)oxy)propyl)morpholine,
3-(5'-(3-(4,4-Difluoropiperidin-1-yl)propoxy)-[2,2"-bipyridin]-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
3-(2-(3-(Piperidin-1-ylmethyl)-1-propyl-1H-pyrrolo[2,3-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-
oxadiazole,

4-((1-Propyl-5-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)-1H-pyrrolo[2,3-c]pyridin-3-
yl)methyl)morpholine,
N-Butyl-3-methoxy-N-(4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-5-yl)propanamide,
N-(Cyclopropylmethyl)-N-methyl-4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-5-amine,
N1,N1-Diethyl-N3-(4"-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-5-yl)propane-1,3-diamine,
N-(3-(4,4-Difluoropiperidin-1-yl)propyl)-N-methyl-4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-5-
amine,
N,N-Diethyl-3-(2-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)pyrimidin-5-yloxy)propan-1-amine,
N1,N1-Diethyl-N3-methyl-N3-(4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-2,2'-bipyridin-5-yl)propane-1,3-
diamine,
3-(2-(1-(Tetrahydro-2H-pyran-4-yl)-1H-pyrrolo[3,2-c]pyridin-6-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-
oxadiazole,
N-Ethyl-N-phenethyl-3-((4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-5-yl)oxy)propan-1-amine,
2-Phenyl-N-(4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-5-yl)acetamide,
3-(2-(1-((Tetrahydro-2H-pyran-4-yl)methyl)-1H-pyrrolo[3,2-c]pyridin-6-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-
oxadiazole,
3-(4'-(2-(4,4-Difluoropiperidin-1-yl)ethoxy)-[2,2'-bipyridin]-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
4-(2-((4"-(5-(Trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2'-bipyridin]-4-yl)oxy)ethyl)morpholine,
N,N,1-Trimethyl-5-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)-1H-pyrrolo[2,3-c]pyridine-2-
carboxamide,
3-(2-(1-Propyl-3-(1H-pyrazol-4-yl)-1H-pyrrolo[2,3-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
1-Butyl-N,N-diethyl-5-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)-1H-pyrrolo[2,3-c]pyridine-2-
carboxamide,
3-(2-(1-(2-Methoxyethyl)-1H-pyrrolo[2,3-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
2-(4,4-Difluoropiperidin-1-yl)-N-(4'-(5-(trifuoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2'-bipyridin]-4-yl)acetamide,
N-(2-(4,4-Difluoropiperidin-1-yl)ethyl)-4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2'"-bipyridin]-4-amine,
3-(2-(3-(Piperidin-1-ylmethyl)-1H-pyrazolo[3,4-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
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3-(2-(1-(2-(4,4-Difluoropiperidin-1-yl)ethyl)-1H-pyrrolo[3,2-c]pyridin-6-y!)pyridin-4-yl)-5-(trifluoromethyl)-1,2 4-
oxadiazole,
1-Methyl-N-(4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2'-bipyridin]-5-yl)piperidine-4-carboxamide,
3-Phenyl-N-(4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-4-yl)propanamide,
2-Cyclobutyl-N-(4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2'-bipyridin]-4-yl)acetamide,
N-(Piperidin-3-yl)-4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridine]-4-carboxamide,
3-(5-(3-(1H-Pyrazol-1-yl)propoxy)-[2,2'-bipyridin]-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
(1-Propyl-5-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)-1H-pyrrolo[2,3-c]pyridin-3-yl)methanal,
3-(2-(3-(Methoxymethyl)-1-propyl-1H-pyrrolo[2,3-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
4-((1-Propyl-5-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)-1H-pyrrolo[2,3-c]pyridin-3-
yl)methyl)morpholine,

3-(2-(1H-Pyrrolo[3,2-c]pyridin-6-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
3-(2-(1-(Pyridin-4-ylmethyl)-1H-pyrrolo[3,2-c]pyridin-6-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
N-((1-Methylpiperidin-4-yl)methyl)-4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2'-bipyridine]-4-carboxamide,
N-((1-Methylpiperidin-4-yl)methyl)-4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2'-bipyridine]-5-carboxamide,
3-(2-(1-(1-(2,2,2-Trifluoroethyl)piperidin-4-yl)-1H-pyrrolo[3,2-c]pyridin-6-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-
oxadiazole,
3-(2-(1-Methyl-3-(1H-pyrazol-4-yl)-1H-pyrrolo[2,3-c]pyridin-5-yI)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
3-(2-(1-Butyl-3-(1-methyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-pyrrolo[2,3-c]pyridin-5-yl)pyridin-4-yl)-5-
(trifluoromethyl)-1,2,4-oxadiazole,
N-Methyl-3-(4"-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-2,2"-bipyridin-5-yloxy) propan-1-amine,
1-(1-Butyl-5-(4-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)-1H-pyrrolo[2,3-c]pyridin-3-y1)-N,N-
dimethylmethanamine,

3-(2-(1H-Pyrazolo[4,3-b]pyridin-3-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
N-(4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2'-bipyridin]-4-yl)piperidine-3-carboxamide,
1-(2-Methoxyethyl)-N,N-dimethyl-5-(4-(5-(trifuoromethyl)-1,2,4-oxadiazol-3-yl)pyridin-2-yl)-1H-pyrrolo[2,3-
c]pyridine-2-carboxamide,
3-(2-(1-(2-Methoxyethyl)-3-(1H-pyrazol-4-yl)-1H-pyrrolo[2,3-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-
oxadiazole,

3-(2-(1-Methyl-1H-pyrrolo[2,3-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole
-(1-(2-Methoxyethyl)-1H-pyrrolo[3,2-c]pyridin-6-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
-(1-(Pyridin-3-ylmethyl)-1H-pyrrolo[3,2-c]pyridin-6-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,

Methyl(3-((4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-5-yl)oxy)propyl)amino)ethan-1-ol,

32

-(2
-(2-(1-(Pyridin-2-ylmethyl)-1H-pyrrolo[3,2-c]pyridin-6-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
a
-(2-(1-(2-Methoxyethyl)-1H-pyrazolo[3,4-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
-(2

3-
3-
2-
3-
3-

-(2-(2-Methoxyethyl)-2H-pyrazolo[3,4-c]pyridin-5-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,



99

3-(2-(1H-Pyrazolo[3,4-b]pyridin-1-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
N,N-Dimethyl-3-((4'-(5-(trifluoromethyl)-1,2,4-oxadiazol-3-yl)-[2,2"-bipyridin]-5-yl)oxy)propan-1-amine,
3-(2-(1-Methyl-1H-pyrazolo[4,3-b]pyridin-3-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
3-(2-(1-(2-Methoxyethyl)-1H-pyrazolo[4,3-b]pyridin-3-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
3-(2-(1-Ethyl-1H-pyrazolo[4,3-b]pyridin-3-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-oxadiazole,
3-(2-(1-(2-(1-Methyl-1H-imidazol-2-yl)ethyl)-1H-pyrazolo[4,3-b]pyridin-3-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-
oxadiazole, and
3-(2-(1-((1-Methyl-1H-pyrazol-4-yl)methyl)-1H-pyrrolo[3,2-c]pyridin-6-yl)pyridin-4-yl)-5-(trifluoromethyl)-1,2,4-
oxadiazole,

or a salt thereof.

19. A pharmaceutical composition which comprises a compound of any one of claims 1 to 18 or a

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.

20. A compound of any one of claims 1 to 18, or a pharmaceutically acceptable salt thereof, for use as a
medicament.
21. Use of a compound of any one of claims 1 to 18, or pharmaceutically acceptable salt thereof, for the

manufacture of a medicament for the treatment of a disease associated with HDACG.

22. Use of a compound of any one of claims 1 to 18, or pharmaceutically acceptable salt thereof, for the
manufacture of a medicament for the treatment of a disease selected from cancer, an autoimmune or
inflammatory disease, transplant rejection, a ciliopathy, a disease of the nervous system, a mental or

behavioral disorder, an infectious disease, a cardiovascular disease, muscle atrophy and cachexia.

23. The use of claim 21 or 22, wherein the medicament is for the treatment of a human patient.



