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METHODS OF TREATING DISEASES CHARACTERISED BY VASOCONSTRICTION

Field of the Invention

The present invention relates to the use of compounds that are inhibitors of the enzyme
microsomal prostaglandin E; synthase-1 (mPGES-1) in the treatment of diseases and
disorders characterised by vasoconstriction, and to methods of treatment of such diseases
and disorders based upon such a use. In particular, the present invention relates to the
treatment of diseases and disorders characterised by vasoconstriction associated with

inflammation.

Background of the Invention

The listing or discussion of an apparently prior-published document in this specification
should not necessarily be taken as an acknowledgement that the document is part of the

state of the art or is common general knowledge.

There are numerous diseases and disorders that are characterised by (i.e. have as a
causative component) a narrowing of the blood vessels resulting from contraction of the
muscular wall of those vessels, in particular the large arteries and small arterioles, which
is known as vasoconstriction. Such vessels may be more prone to contract via
contractions of activated or hyper excitable smooth muscles surrounding the vessels or by
processes of inflammation, causing oedema in the vessel walls and eventually fibrosis that

renders the vessels and surrounding tissues stiffer.

Such conditions may be the direct result of the effects of the narrowing of the blood vessels
or may be indirectly related through the effect of such narrowing on the operation of other
bodily processes. For example, vasoconstriction in the small blood vessels may lead to a
loss of blood circulation to the extremities, whereas vasoconstriction in the lung
vasculature may lead to increased stress on the circulatory system resulting in pulmonary

arterial hypertension.

Vasoconstriction itself may be triggered by a number of factors, including inflammatory
conditions, notable among which is the systemic autoimmune disease scleroderma, which
manifests itself as a hardening of the skin, characterised by initial inflammation followed
by fibrosis and thickening and which, in its more severe form, may also affect internal

organs (such as the lung tissue and pulmonary circulation). This type of blood vessel
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narrowing is very different to that observed in atherosclerosis, which results from a
thickening of the arterial wall as a result of invasion and accumulation of white blood cells,
proliferation of intimal smooth muscle cell and lipid deposits, thus restricting blood flow

through the formation of fibrous fatty plaques.

Conditions such as those associated with scleroderma (and therefore characterised by
vasocontraction) have been treated with nonsteroidal anti-inflammatory drugs (NSAIDs)
with the intention of treating the underlying inflammation. However, such NSAIDs have
been found to have secondary effects which may serve to prolong or worsen the degree

of vasoconstriction.

NSAIDs are amongst the world's most used and recognisable medications with billions of
doses prescribed each year to treat inflammation, pain and fever. NSAIDs include
traditional forms, such as ibuprofen and diclofenac, as well as selective inhibitors of COX-

2, such as celecoxib (Celebrex™).

NSAIDs and COX-2 inhibitors reduce inflammation through inhibition of one or both
isoforms of COX enzymes. The cyclooxygenase (COX) enzyme exists in two forms; one
that is constitutively expressed in many cells and tissues (COX-1) and one that in most
cells and tissues is induced by pro-inflammatory stimuli, such as cytokines, during an

inflammatory response (COX-2).

COXs metabolise arachidonic acid to the unstable intermediate prostaglandin Hx (PGH),
which is further metabolized to other prostaglandins including PGE;, PGF.,, PGD;,
prostacyclin and thromboxane A;. These arachidonic acid metabolites are known to have
pronounced physiological and pathophysiological activity including pro-inflammatory
effects. PGE: in particular is known to be a strong pro-inflammatory mediator, and is also
known to induce fever, inflammation and pain. Consequently, numerous drugs were
developed with a view to inhibiting the formation of PGE;, predominantly by inhibition of
COX-1 and/or COX-2.

Recently, concerns over cardiovascular side effects associated with the use of these drugs
has resulted in a series of regulatory events including (i) the withdrawal of the blockbuster
drug Vioxx in 2004, (ii) the introduction of ‘black box’ warnings on some NSAIDs from 2005
and on all drugs in this class since 2015, (jii) the withdrawal of Onsenal (celecoxib) for the
prevention of cancer in 2011 and (iv) the reclassification of the over-the-counter medication

diclofenac as prescription only in 2015 (UK). Now the fear of cardiovascular events caused
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by NSAIDs has become a public health issue resulting in the cautious prescribing of COX-
2 selective drugs in favor of older style medication which are more toxic to the gut and a
failure to realize the full clinical potential of NSAIDs in the prevention of cancer
(Scarpignato, C. et al., BMC Med., 13, 55 (2015); Garcia Rodriguez, L. A, ef al., Recent
Results Cancer Res., 191, 67-93 (2013)).

Moreover, the inhibition of COXs has the disadvantage that it resuits in the reduction of
the formation of all metabolites downstream of PGH., some of which are known to have
beneficial properties. For example, it has been shown that there is a link between inhibition
of COX-2 and the endothelial nitric oxide synthase (eNOS) (Ahmetaj-Shala, B. et al.,
Circulation, 131, 633-642 (2015); Yu, Y. et al., Sci Transl Med., 4, 132-154 (2012),
Ahmetaj-Shala, B. et al, Circulation (2014)). This effect results in decreased levels of nitric
oxide (NO), which is a known vasorelaxation agent and is therefore capable of

counteracting the vasoconstriction and effects associated therewith.

An alternative treatment of inflammatory diseases that does not give rise to the above-

mentioned negative effects would thus be of real benefit in the clinic.

Various approaches towards the provision of alternative treatments for inflammation have
focused on selectively inhibiting the formation of protaglandins via the arachidonic acid
pathway. In one such approach, it has been proposed to utilize a drug that selectively
inhibits the transformation of PGH; to the pro-inflammatory mediator PGE,. It has been

shown that such an effect can be achieved by inhibition of mMPGES-1.

Inhibition of MPGES-1 is a well-developed area of preclinical research with studies
showing that its genetic deletion protects against inflammation, pain and cancer (Friesen,
R.W. and Mancini, J. A., J Med Chem., 51, 4059-4067 (2008); Howe, L. R. et al.,
Prostaglandins Other Lipid Mediat., 106, 99-105 (2013); Korotkova, M. and Jakobsson P.
J., Basic Clin Pharmacol Toxicol., 114, 64-69 (2014)). However, the lack of a complete
understanding surrounding cardiovascular toxicity and other negative effects has meant
that research and franslation of mMPGES-1 as a therapeutic target to replace COX-2 in the

treatment of a wide range of diseases and disorders has been restricted.

Description of the Invention

We have now surprisingly found that, unlike inhibition of COX-2, inhibition of mPGES-1

can occur without inhibition of endothelial nitric oxide synthase (eNOS). Thus, compounds
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that are inhibitors of MPGES-1 may be unexpectedly effective in the treatment of diseases
and disorders characterised by vasoconstriction, particularly those diseases and disorders

associated with inflammation.

In a first aspect of the invention, there is provided a compound that is an mPGES-1
inhibitor, or a prodrug thereof, for use in the treatment or prophylaxis of a disease or

disorder characterised by vasoconstriction.

In an alternative first aspect of the invention, there is provided the use of a compound that
is an mPGES-1 inhibitor, or a prodrug thereof, in the manufacture of a medicament for use

in the treatment or prophylaxis of a disease or disorder characterised by vasoconstriction.

In a further alternative first aspect of the invention, there is provided a method of treating
or preventing a disease or disorder characterised by vasoconstriction comprising
administering to a patient in need thereof an effective amount of a compound that is an

mPGES-1 inhibitor, or a prodrug thereof.

In another alternative aspect of the invention, there is provided a compound that is an
mPGES-1 inhibitor, when used in the treatment or prophylaxis of a disease or disorder
characterised by vasoconstriction resulting from inflammation, wherein the disease or
disorder is Raynaud’s phenomenon, digital ulcers or pulmonary arterial hypertension
(PAH).

In another alternative aspect of the invention, there is provided use of a compound that is
an mPGES-1 inhibitor according to any aspect, embodiment or example of the invention,
in the preparation of a medicament for the treatment or prophylaxis of a disease or disorder
characterised by vasoconstriction resulting from inflammation, wherein the disease or
disorder is Raynaud’s phenomenon, digital ulcers or pulmonary arterial hypertension
(PAH).

In another alternative aspect of the invention, there is provided a method of treatment or
prophylaxis of a disease or disorder characterised by vasoconstriction resulting from
inflammation, wherein the disease or disorder is Raynaud’s phenomenon, digital ulcers or
pulmonary arterial hypertension (PAH) in a subject in need thereof, comprising
administering to the patient in need thereof, a compound that is an mPGES-1 inhibitor

according to any aspect, embodiment or example of the invention.
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The skilled person will understand that references herein to particular aspects of the
invention will include references to all embodiments and particular features thereof.
Moreover, all embodiments of particular aspects of the invention may be combined with
one or more other embodiments of that aspect of the invention to form further

embodiments without departing from the teaching of the invention.

Unless indicated otherwise, all technical and scientific terms used herein have the same
meaning as commonly understood by one of ordinary skill in the art to which this invention

pertains.

The skilled person will understand that compounds that are mPGES-1 inhibitors may be

provided in the form of pharmaceutically acceptable salts.

Pharmaceutically-acceptable salts include acid addition salts and base addition salts.
Such salts may be formed by conventional means, for example by reaction of a free acid
or a free base form of a compound of the invention with one or more equivalents of an
appropriate acid or base, optionally in a solvent, or in a medium in which the salt is
insoluble, followed by removal of said solvent, or said medium, using standard techniques

(e.g. in vacuo, by freeze-drying or by filtration). Salts may also be prepared by exchanging

TEXT TO BE CONTINUED
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a counter-ion of a compound of the invention in the form of a salt with another counter-ion,

for example using a suitable ion exchange resin.

Particular acid addition salts that may be mentioned include carboxylate salts (e.g.
formate, acetate, frifluoroacetate, propionate, isobutyrate, heptanoate, decanoate,
caprate, caprylate, stearate, acrylate, caproate, propiolate, ascorbate, citrate, glucuronate,
glutamate, glycolate, a-hydroxybutyrate, lactate, tartrate, phenylacetate, mandelate,
phenylpropionate, phenylbutyrate, benzoate, chlorobenzoate, methylbenzoate,
hydroxybenzoate, methoxybenzoate, dinitrobenzoate, o-acetoxybenzoate, salicylate,
nicotinate, isonicotinate, cinnamate, oxalate, malonate, succinate, suberate, sebacate,
fumarate, malate, maleate, hydroxymaleate, hippurate, phthalate or terephthalate salts),
halide salts (e.g. chloride, bromide or iodide salts), sulphonate salts (e.g.
benzenesulphonate, methyl-, bromo- or chloro-benzenesulphonate, xylenesulphonate,
methanesulphonate, ethanesulphonate, propanesulphonate, hydroxyethanesulphonate,
1- or 2- naphthalene-sulphonate or 1,5-naphthalenedisulphonate salts) or sulphate,
pyrosulphate, bisulphate, sulphite, bisulphite, phosphate, monohydrogenphosphate,
dihydrogenphosphate, metaphosphate, pyrophosphate or nitrate salts, and the like.

Particular base addition salts that may be mentioned include salts formed with alkali metals
(such as Na and K salts), alkaline earth metals (such as Mg and Ca salts), organic bases
(such as ethanolamine, diethanolamine, triethanolamine, tromethamine and lysine) and
inorganic bases (such as ammonia and aluminium hydroxide). More particularly, base
addition salts that may be mentioned include Mg, Ca and, most particularly, K and Na

salts.

For the avoidance of doubt, the skilled person will understand that compounds that are
mPGES-1 inhibitors may exist as solids, and thus the scope of the invention includes all
amorphous, crystalline and part crystalline forms thereof, and may also exist as oils.
Where such compounds exist in crystalline and part crystalline forms, such forms may
include solvates, which are included in the scope of the invention. Compounds that are

mPGES-1 inhibitors may also exist in solution.

Compounds as disclosed herein may contain double bonds and may thus exist as E
(entgegen) and Z (zusammen) geometric isomers about each individual double bond. All

such isomers and mixtures thereof are included within the scope of the invention.
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Compounds as disclosed herein may also exhibit tautomerism. All tautomeric forms and

mixtures thereof are included within the scope of the invention.

Compounds as disclosed herein may also contain one or more asymmetric carbon atoms
and may therefore exhibit optical and/or diastereoisomerism. Diastereoisomers may be
separated using conventional techniques, e.g. chromatography or fractional crystallisation.
The various stereoisomers may be isolated by separation of a racemic or other mixture of
the compounds using conventional, e.g. fractional crystallisation or HPLC, techniques.
Alternatively the desired optical isomers may be made by reaction of the appropriate
optically active starting materials under conditions which will not cause racemisation or
epimerisation (i.e. a ‘chiral pool' method), by reaction of the appropriate starting material
with a ‘chiral auxiliary’ which can subsequently be removed at a suitable stage, by
derivatisation (i.e. a resolution, including a dynamic resolution); for example, with a
homochiral acid followed by separation of the diastereomeric derivatives by conventional
means such as chromatography, or by reaction with an appropriate chiral reagent or chiral
catalyst all under conditions known to the skilled person. All stereoisomers and mixtures

thereof are included within the scope of the invention.

The skilled person will understand that references to particular diseases and disorders will
refer to particular medical conditions as described herein. Thus, the terms disease and
disorder may be used interchangeably or may be replaced with references to medical

conditions.

The skilled person will understand that references to the treatment of a particular condition
(or, similarly, to treating that condition) take their normal meaning in the field of medicine.
In particular, the term may refer to achieving a reduction in the severity of one or more
clinical symptom associated with the condition. For example, in the treatment of conditions
characterised by vasoconstriction, the term may refer to achieving a reduction of the
degree of vasoconstriction (e.g. such that blood flow is increased and/or blood pressure is
decreased), and may also refer to achieving a reduction in associated symptoms, such as
inflammation. Such reductions may be measured using objective analysis (e.g. the
measurement of blood flow and/or blood pressure) and/or through subjective analysis (for

example, by assessment through examination by a physician).

The skilled person will understand that references to the prophylaxis or prevention of a
particular condition take their normal meaning in the field of medicine, and that these terms

are synonymous and may be used interchangeably. In particular, the term may refer to
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achieving a reduction in the likelihood of the patient (or healthy subject) developing the
condition (for example, at least a 10% reduction, such as at least a 20%, 30% or 40%

reduction, e.g. at least a 50% reduction).

As used herein, references to patients will refer to a living subject being treated, including

mammalian (e.g. human) patients.

As used herein, the term effective amount will refer to an amount of a compound that
confers a therapeutic effect on the treated patient. The effect may be objective (i.e.
measurable by some test or marker) or subjective (i.e. the subject gives an indication of
and/or feels an effect). The skilled person will be able to determine a suitable

therapeutically acceptable dose using techniques that are routine in the art.

The skilled person will understand that the references to an mPGES-1 inhibitor will refer
to chemical compounds having sufficient activity as inhibitors of the enzyme mPGES-1 to

produce a therapeutic effect (i.e. an effect in treatment or prophylaxis as described herein).

The skilled person will be able to assess the ability of compounds to act as mPGES-1
inhibitors using screens and assays (e.g. in vitro assays) based on techniques that are
well known to those skilled in the art, e.g. through measurement of the production of
prostaglandin (PG) E: (such as in the assay described in the PCT application published
as WO 2010/100249, the contents of which are incorporated herein by reference).

In particular, such compounds that are mPGES-1 inhibitors may have experimentally
measurable activity in the inhibition of mMPGES-1 resulting in an ICsp of lower than 10 uM
(e.g. lower than 5 uM, particularly lower than 1 uM, such as lower than 50 nM, for example
lower than 10 nM).

Further, such compounds that are mPGES-1 inhibitors may have experimentally
measurable activity in the inhibition of mMPGES-1 at a concentration of 10 uM (and in a
suitable medium, e.g. a suitable reconstitution buffer) of at least 50% (e.g. at least 60%,

particularly at least 70%, for example at least 80%, such as at least 90%).

The skilled person will also understand that compounds that are referred to herein as
mPGES-1 inhibitors may also be selective mPGES-1 inhibitors, which term will be
understood by those skilled in the art. In particular, the term may indicate that such

compounds are able to inhibit mMPGES-1 without causing significant (i.e. therapeutically
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relevant) levels of inhibition of other enzymes, such as enzymes functioning as part of the

arachidonic acid pathway (e.g. without affecting the production of PGHz).

The skilled person will understand that the present invention may utilise not only
compounds that possess the required pharmacological activity (i.e. as mPGES-1
inhibitors) as such, but also compounds which may not possess such activity but may be
administered parenterally or orally and thereafter be metabolised in the body to form
compounds processing the required activity (or may possess some pharmacological
activity, but wherein such activity is appreciably lower than that of the active compounds
to which they are metabolised). Such compounds may therefore be described as prodrugs

of compounds of the invention.

Thus, as used herein, references to prodrugs of mPGES-1 inhibitors will include
compounds that form an mPGES-1 inhibitor, in an experimentally-detectable amount and
within a predetermined time (e.g. within 2 hours), following enteral or parenteral

administration (e.g. oral or parenteral administration).

As described herein, the skilled person will be able to identify compounds that are mPGES-
1 inhibitors, or prodrugs thereof, using techniques that are routine in the art. Moreover,
the skilled person will be aware of numerous compounds that are disclosed as mPGES-1

inhibitors, which compounds will be suitable for use in the present invention.

For example, the present invention may utilise as the required mPGES-1 inhibitor a
compound as described as being an mPGES-1 inhibitor, or a pharmaceutically acceptable
salt thereof (or, in the case where the compound is described as being in salt form, the
corresponding non-salt form or a different pharmaceutically acceptable salt form thereof)
or a prodrug thereof, in any of the following publications (the contents of which are
incorporated herein by reference, including in particular the compounds as exemplified
therein):

WO 2004/028458

WO 2005/024059

WO 2006/063466

WO 2006/077366

WO 2006/077401

WO 2007/059611

WO 2007/061853

WO 2007/095753
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WO 2007/104019
WO 2007/134434
WO 2008/071173
WO 2009/117985
WO 2010/034796
WO 2010/034797
WO 2010/034798
WO 2010/034799
WO 2010/100249
WO 2010/127152
WO 2011/023812
WO 2011/048004
WO 2011/077313
WO 2012/022792
WO 2012/022793
WO 2012/055995
WO 2012/076672
WO 2012/076673
WO 2012/076674
WO 2012/110860
WO 2012/117062
WO 2013/024898
WO 2013/038308
WO 2013/072825
WO 2013/118071
WO 2013/1563535
WO 2013/186692
WO 2014/167444
WO 2014/204370
WO 2015/059618
WO 2015/125842
WO 2015/158204
WO 2016/016861

PCT/GB2017/050498

For the avoidance of doubt, references herein to disclosures provided in patent

publications will refer to those discloses in their original form, i.e. as provided in the relevant
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A1 or A2 publication, as appropriate (but taking account of any accepted corrections

thereof).

In particular, the present invention may utilise as the required mPGES-1 inhibitor a
5 compound as described as being an mPGES-1 inhibitor, or a pharmaceutically acceptable
salt thereof (or, in the case where the compound is described as being in salt form, the
corresponding non-salt form or a different pharmaceutically acceptable salt form thereof)
or a prodrug thereof, in any of the following publications (the contents of which are
incorporated herein by references, including in particular the compounds as exemplified

10  therein):

(a) WO 2012/117062 and/or WO 2011/023812; and/or
(b) WO 2010/100249 and/or WO 2012/022793.

15 In particular embodiments, compounds that may be utilised as the required mPGES-1
inhibitor may include the following compounds as numbered in Group A below, or a

pharmaceutically acceptable salt thereof:
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In further embodiments, compounds that may be utilised as the required mPGES-1
inhibitor may include the following compounds as numbered in the tables together forming

Group B below, or a pharmaceutically acceptable salt thereof:
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In yet further embodiments, compounds that may be utilised as the required mPGES-1

inhibitor may include the following compounds as set out in the list forming Group C below:
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{(R)-1-(5 6-dichloro-1<{guinolin-2-y[}-1 H-benzofdfimidazal-2-yl)-N-{tetrahydrofuran-3-

ylpiperidine-4-carboxamide;

{R3-1-{5-chloro-6-methyl-1-{gmnolin-2-y}-1 H-benzo[d hmidazol-2-v)-N-(tetrahydrofiran-3-

ylpiperidine-4-carboxamide;

{13 1-(6-chloro-5-methyl- 1 <{quinolin-2-¥1}- L l-benzo[dlimidazol-2-y1}-N-(tetrahydrofuran-3-

ylipiperidine-4-carboxamide;

{R}-1-{5 6-dichloro-1-(6-chloroguinolin-2-y1)- 1 /-benzofd]imidazol-2-yl}-N-{tetrahydrofuran-3-

ylipiperidine-4-carboxamide;

(K)-1-{ 1-{6-chloroquinolin-2-y1}-5,&-dimethyl- L H-benzo|dfimidazol-2-y1}-¥-(tetrahydrofuran-3-

ylipiperidine-d-carboxamide;

(13- 15 B-dichloro-1-{d-methylquinolin2-y}- L/ -benzoleJimidazol-2-y1)-N-(tetrahy drofuran-3-

ylypiperidine-d-carboxamide;

(/) 1-{5-chloro-1-{6-chloroquinolin-2-¥I)-G-methyl- | H-benzo[dfimidazol-2-yi1-N-

{tetrahvdrofisrran=3-¢Dpiperidine-d-carboxamide;

{Fy-1-{a-chloro-1-{6-chloroquinolin-2-vi}-5-methyl- LA -benzo[d/limidazol-2-v1)-N-

(tetrahvdrofiran-3-v1ipiperidine-4-carboxamide;

{R}-1-(5,6-dichloro-14{6-fucroquinolin-2-vi)- 1 H-benzod]imidazol- 2-v[)-N-(tetrahydrofuran-3-

ylipiperidine-4-carboxamide;

{7)-1-05-chloro-1-(6-Nuoroquinolin-2-y}-6-methyl-1 H-benzoldfimidazol-2-y1)-A-

{tetrahvdrofuran-3-ylipiperidine-4-carboxamide;

(R} {6-chloro- | -(a-fluoroquinolin-2-y1)-5-methyl-1/fbenzoldfimidazol- 2-y1 J-N-

{tetrahydrofliran-3-y Dipiperidine-4-carboxamide;

{3105 p-dichloro-1-(8-fluoroquinehin-2-vi)- L H-benzo[dlimidazol- 2-y}-N-{ tetrabydrofuran-3-

vl jpiperidine-4-carboxamide;, and

{R3-1-(5 6-dichloro- 1 -(isoquinolin-3-y - tH-benzofd Jimidazol-2-y -N-[tetrahydrofuran-3-

yljpiperidine-d-carboxamide;

or a pharmaceutically acceptable salt thereof.
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In yet further embodiments, compounds that may be utilised as the required mPGES-1

inhibitor may include the following compounds as set out in the list forming Group D below:

Necyclopentyl-l-{ 1-ethyl-5,6-dimethyl- 1 #-bewzo| dfimidazol-2-yDpiperidine-4-carboxamide;
N-cyclopentyl- - 5,6-dimethyl-1-propyl- LH-benzofdimidazol-2-yDipiperidine-4-carboxamide;
1< 1-butyl-3,6-dimethyk- 1 H-benzo[d Jimidazol-2«yl)-N-cyclopentylpiperidine-d-carboxamide;
N-cyelopentyl-1-(1-heptyl-3,6-dimethyl- 1 7-benzo[d]imidazol-2-vipiperidine-4-carboxamide;
A-cyclopentyl-1-(5,6-dimethyl-1-octyl- 1 H-benzo[dlimidazol-2-yDypiperidine-4-carboxamide;
N-cyclopentyl-1-(5,6-dimethyl-1-pentyl-1H-benzo[dlimiduzol-2-yl)piperidine-4-carboxamide;
M-cyclopentyl-1-(1-hexyl-5,6-dimethyl-1 H#-benzo[d[imidazo - 2-yipiperidine-4-carboxamide;
M-cyelopentyl-1-(5,6-dimethyl-1-(pyridin-2-wlmethyl - LH-benzo| djimidazol-2-yDpiperidine-4-
carbosamide;

N-cyclopentyl- 1 L-isopropyl-3,6-dimethyl-LH-benzo[d limidazol-2-yDpiperiding-4-
carboxumide;

N-cyclopentyl- 1-(1-(2-{dicthylamino jethyl}-5,6-dichloro- 1 H-benzo[d]imidazol-2-yl)piperidine-
4-carboxamide;

N-cyelopentyl-1-{3,6-dichloro- 1 -(pyridin-4-ylmethyl -1 H-benzo[dlimidazol- 2-ylpiperidine-4-
carboxumids;

Necyclopentyl-1-(S 6-dichloro- 1 -(pyridin-3-ylmethyl)- 1 H-benzo[dJimidazol-2-vlpiperidine-4-
carboxarmide;

A-eyclopentyl-1-{5,6-dichloro- 1 -{pyridin-Z-ylmethyl - | H-benzofd Jimidazo l-2-y Dpipeddine-4-
carboxamide;

1-{ I-sec-butyl-5,6-dichloro-1 /-benzo{d fimidazo - 2-vl)}-M-cvclopentylpiperidine-4-carboxamide;
Necyclopentyl-1-(5,6-dichloro-1-{pentan-3-yh)- 1 fi-benzofd)imiduzol- 2.y ipiperidine-4-
carboxamide;

N-cyclopentyl-1-(5,6-dichloro- 1 -cyclobutyl-1//-benzo| d)imidazol-2-yDpiperidine-4-
carboxamide;

Aeyelopentyl-1-(5,6-dichloro-1-{ -phenylethyl -1 H-benzofd fimidazol-2-yDpiperiding-4-
carboxanide;

M-cyelopentyl-1-{5 6-dichloro-1-methyl- 1 H-benzo[dlimidazol-2-yipiperidine-4-carboxamide;
N-cyelopentyl-1-{5 6-dichlors- 1-ethyl-1/i-benzofd fimiduzol-2-ylipiperidine-4-carboxamide;
Mecyclopentyl-1-{5,6-dichlora-1-isopropyl-1/-benzold Jimidazol-2-yDpiperidine-d-carboxamide;
N-cyelopentyl-1-(5,6-dichloro-1 {4-fluorobenzyl)- 1 H-benzo[d [imidazol-2-vhpiperidine-4-

carboxamide;
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N-cyclopentyl-1-(1-(3,5-diflucrobenzyl)-3,6-dimethyl- 1 H-benzofd]imidazol-2-y Dpiperidine-4-
carboxarmide;

methyl 4-({2-(4-{cyclopentylcarbamoylpiperidin- [-yh)-3 6-dimethyl- 1 F-benzo[d Jimidazol-1-
ylimathylbenzoate,

N-cyclopentyl-1-(5,6-dimethyl-1-({(2-methylthiazob-4-yDimethyl)- 1 H-benzo[d | imidazo k-2~
ylipiperidine-d4-carboxamide;

N-cyclopentyl-1-(5,6-dichioro- 1 -phenyl-1 H-benzo[d]imidazol-2-yl)piperidine-4-carboxamide;
N-cyelopropyl-1-(5.6-dichloro-1-isopropyl- L H-benzo{d imidazol-2-yl)piperidine-4-
carboxuamide;

Neeyelobutyl-1-(5,6-dichlore-1-isopropyl-1 #-benzo[d [imidazo - 2-ylpiperidine-4-carboxamide;
1~ 5,6-dichloro-1-isopropyl- | H-benzofd]imidazol-2-y1)-Apropylpiperidine-4d-carboxamide;
1-(5,6-dichjoro-1-isopropyl- 1 H-benzo[d]imidazol-2-y1)-A-( 2-methoxyethylpiperiding-4-
carboxamide;

1+{3,6-dichloro-i-isopropyl-1 F-benzold]iradazol-2-y1-A-{ isopropoxymethyipiperidineg-4-
carboxumide;

1-(5 6-dichloro-1-isopropyl-1 H-benzo|d [imidazol-2-y1}-A-(tetrabydrofiran-3-ylpiperidine-4-
carboxamide;

Nefeyclohexylmethyl)-1-(3 é-dichloro-1-isopropyl-1 H-benzo[d |imidazo - 2-y1ipiperidine-4-
carboxamide;

[-{3,6-dichloro- L-isopropyl- | H-benzo[d Jimidazob-2-y1}-A-{{ tetrahydro-2FH-pyran-4-
ylimethylpiperidine-4-carboxamide:

Nebwtyl1-£3,6-dichloro- -isopropyl-1 H-benzo| d|imidazol-2-ylpiperidine-4-carboxamide;
N-(evclopentylmethyl)-1-(3,6-dichloro-1-isopropyl-1/-benzo[d]imidazol-2-yDpiperidine-4-
carboxamide;

N-cyclopentyl-1-(1-{{6-fluoropyridin-3-yhmethyl)-5,6-dimethyl- 1 /-benzo| d |imidazol-2-
ylypiperiding-4-carboxamide,

F-{ 1-fd-cyanobenzyl)-3.6-dimethy - LA -benzo[d imidazol-2-vh-V-cyclopentylpiperidine-4-
carboxarmide;

Necyelopentyl-1-(1-(cyclopropylmethyl)-3,6-dimethyl- L /-benzofd jimiduzol-2-y Dpiperidine-4-
carboxarmde;

N-cyelopentyl-1-(5,6-dimethyl- 1 -{{tetrahydrofuran-2-ylmethyl)-1/-benzo{d Jimidazo -2
ylipiperidine-d-carboxamide;

of 1-(4-{ 1 H-1.2, 4 triaeo b -yhbonzy -5, 6-dimethyl- 1 H-benzo[dJimidazab-2-y-A-

eyclopentylpiperidine-d-carboxamide:
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I-( 1-cyelobuiyl-3.6-dimethyl- | F-benzo[dlimidazol -2-y1)-N-cyclopentylpiperidine-4-
carboxamide;

1-(1-{4-bromobenzyl}-5,6-dimethyl- LH-benzo[d]imidazo - 2-vl)-V-cyclopentylpiperidine-4-
carhoxamide;

N-cyclopentyl-F-(5,6-dimethyl-1«(4-{methylearbamoylbenzy - LH-benzo[dlimidazol-2-
ylpiperidine-d-carboxamide;

N-cyclopentyl- - 1-(4-(dimethylcarbamoylibenzyl)-3,6-dimethyl- 1 H-benzo[d fimidazo - 2-
vl)piperidine-4-curboxamide;

1-(1-{4-carbamoylbenzyl)-3.6-dimethyl- 1 H-benzo[djimidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

Nocyclopentyl-1-(3,6-dimethyl-1 -(4-(methylsulfonylearbamoyDbenzyh- LH-benzo[dimidazol-2-
ylipiperidine-d-cachoxatmide;

1-( 1-cyclobutyl-3,6-dimethyl- H-benzo[d fimidazol-2-y11-N-(tetrahydrofuran-3-ylipiperidine-4-
carboxarnide;

1-(1-(4-fluorabenzyi}-5.6-dimethyl- 1 #-benzo[dlimidazo |- 2-yh-A-(tetrahydrofuran-3-
vlypiperidine-4-carboxamide;

1-(5-chloro-1-cyclobutyl-6-methyl-1 H-benzo| dfimidazo |- 2-yh)-N-cyclopentyl-piperiding-4-
carboxamide;

{«{6~chloro~1-cyclobutyl-3-methyl- 1 H-benzo[dlimidazol-2-yl}-N-cyclopentyipiperidine-4-
carboxarnide;

N-cyclopentyl-1-(3,6-dichloro-1 -cyclopentyi-1 H-benzo[dlimidazo |- 2-yDipiperidine-4-
carboxarmide:
1-(1-{4-bromobenzyl)-3.6-dichlora-1H-benzo[dlimidazol-2-yI)}-N-cyclopentylpiperidine-4-
carboxamide;

N.cyclopentyl-1-(5,6-dichloro-1-{{6-flucropyridin-3-yiymethyl)- 1 //-benzold fimidazol-2-
yhpiperidine-d-carboxamide:

M-cyclopentyl-1<(3,6-dichloro- 1 -(§-cyanobenzyli-1 F-benzo[d limidazol-2-ypiperidine-4-
carboxamide;

Necyclopentyl-1-(5,6-dichloro-1-(cyclopropyimethyl}- LA -benzofd]imuduzol-2-yDpipendine-4-
carboxamide;

Necyclopentyl-1-(5,6-dichloro-1-{{tetrahydrofuran-2-ylimethyl}-1 /L-benzold [imidazol-2-
ylpiperidine-4-carhoxamide,

A-eyelopeniyl-1-(5,6-dichloro- | -{{tetrahydro-2F-pyrun-4-vlmethyl -1 H-benzo[dimidazol-2-

vl piperidine-4-carboxamide;
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N-cyelopentyl-1-(5,6-dichloro- 1-(4-(methylearbamovibenzyl - | H-benzold Jimidazol-2-
ylipiperidine-4-carboxamide;

Aleyelopentyl- 1-{ 5, 0-dichloro~ | -(4-(dimcthylcarbamoy!tenzyl)- 1 - benzo{d)imidazol-2-
vlipiperidine-4-carboxamide;

F{ I=(d=carbamoyibenzyl}-3,6-dichloro- L H-benzo{d)imidazo - 2-v-M-cyclopentylpiperidine-4-
carboxamide;

Necyelopentyl- 1-(1-cyclopentyl-3,6-dimethy - LH-benzofdlimidazo - 2- vhipiperidine-4-
carhoxamide;

1-{ I-{4-chlorobenzyl)-3,6-dimethyl- L £-benzo[d imidazo - 2-y)}-N-cyclopentylpiperidine-4-
carboxumide;

B 1-{- LH-tetrazol-3-yhibenzyl -3, 6-dichloro- | H-benzo[ dfimidazol-2-yi-N-
cyclopentylpiperidine-d-carboxamide;

A-cyclopentyl- [<{ 5, 6-dichloro-1-{4-{mcthylsulfonyicarbamoybenzyi)- | F-benzol dJimidazol-2-
ylipiperidine-4-carboxamide;

N-butyl-1-(5,6-dichloro- l-cyclobutyl- 1 #-benzo[ dJimidazol-2-yl)piperidine-4-carboxumide;
N-butyl-1-(5,6-dichloro- 1-pentyl-1 /-benzof d|imiduzol-2-yl)piperidine-4-carboxamide;
N-butyl-1-(3,6-dichloro-1-{4-fluorcbenzyt)-1H-benzo|d[imiduzol-2-yDpiperidine-4-
carboxamide;

Abuatyl1-(5,6-dichloro- L((6-Huoropyridin-3-ylimethyi)- LH-benzo[d Hmidazol-2-yDpiperidineg-
4-carboxamide;

1-(5,6-dichloro- 1-cvclobutyl- L H-benzofd Jimiduzol-2-yD-N-{tetrahydrofuran-3-ypiperiding-4-
carhoxamide;

1-(5,6-dichloro-1-pentyl- 1 H-benzofd Jimidazo - 2-yD)-N-{tetrabydrofuran-3-viipiperiding-4-
carbosamide;

1-{56-dichloro-1-(4-cysnabenzyil- 1 Fi-benzol d[imidazol-2-y1)-N-{tetrahydrofiran-3-
vhipiperidine-4-carboxamide;

1-{3,6-dichloro- 1 -{cyclopropyimethy- EH-benzof djimidazol-2-vD-A-{tetrabydro furan-3-
yDpiperidine-4-carboxamide;

1-{5,6-dichloro-1-({6-fluoropynidin-3-yDimethy 13- 1 H-benzofdiimidazo -2 -y }-M-(tetrabydrofiran-
J-yhpiperiding-4-carboxamide;

Aecyclopentyl-§-{ 3,0-dimethyl- 1 -({ietrah ydro -2/ -pyrap-d-yhimethyD- 1 - benzo|d fimidazo) -2
yDpiperidine-d-carboxamide;

1(5,6-dichloro~I-cyvclopentyl- | H-benzold imidazol-2-v D-N-(otrahvdrofuran-3«vUDpiperidine-4-

carboxamide;
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1-{ 1-(d-bromobenzyl)-3.6-dichloro-1 A-benzodimidazol-2-yh-V-{tetrahydrofuran-3-
ylipiperidine-4-carboxamide;
F-{1-{4-( L H-tetrazol-5-ylbenzyl)-3,6-dimethyl- | F-benzoldimidazo - 2-y1)=A-

cyclopentylpiperidine-4-carboxamide;

Meyclopentyl-1-(3,6-dimethyl-1-phenyl-U-benzofdlimidazel-2-yDpiperidine-4-carboxamide;

1-( 5 6-dichloro-1-(4-Auorobenzylj- L A-benzoldjimidazol-2-y)- A (tetrahydrofiran3-
ylipiperidine-4-carboxamide;

L-( 1 (4-( 1 H- 1.2 A-trimzo - -yhbenzyl)-3 6-dichloro- L H-benzo[dlimidazo - 2-v15. 45
cyclopentylpiperidine-4-carboxamide;

Necyclopentyl-1-(5,6-dichloro-1-(2-methoxyethyl)- | H-benzofd)imidazol-2-vlpiperidine-4-
catboxamide;

N-cyclopentyl-1-( 1-(4-{luorophenyl)-5,6-dimethyl- | F-benzo{d|imidazol-2-y Dpiperidine-4-
carboxamide;

L(1-(eyclobutylmethyD-5,6-dimethyl- 1 H-benzofd fimidazol-2-yD-N-cyclopentylpiperidine-4-
carboxamide;

N-cyclopentyl-1-(3,6-dimethyl-1-(prop-2-ynyl)- | H-benzofd limidazol-2-yDipiperiding-4-
carboxamide;

N-cyclopentyl-1-{1-(2-cthylbutyl)-5,6~dimethyl-1 H-benzold]imidazol-2-yDpiperidine-4-
carboxamide;

M-cyclopentyl-1-(3,6-dimethyl-1 -neopentyl-§ F-benzo[dlimidazol-2-yDpiperidine4-
carboxarmide;

I-{1-cyclohexyl-5,6-dimethyl-1 H-benzo{d irnidazol-2-v1)-A-cyclopenty Ipiperidine-4-
carboxamide;

1-{ 1-sec-butyl-5,6-dimethyl-1 H-benzo(d)imidazol-2-yi)-¥-cyclopentyl-piperiding-4-
carboxamide;

N-cyclopentyl-1-(5,6-dichloro-1-(2-hydroxyethyl)- 1 /{-benzold jimidazol-2-ylipiperidine-4-
carboxamide;

N-gyclopentyl-1-(1,5 6-trimethyl- 1 H-benzo[dimiduzol-2-ylpiperidine-4-carboxamide;
N-cyclopentyl-1-(1-isobutyl-3,6-dimethyl- LH-benzo[d]imiduzol-2-ypiperidine-4-carboxamide;
1-{ 1-benzyl-3,6-dimethyl- 1 A#-benzo[dlimidazo 1-2-yD-N-cy clopentyipiperidine-d-carboxamide;
Necyelopentyl-1-{1-(2-methoxyethy -5 6-dimethyl- 1/ -benzo{d [imidazo - 2-y)piperiding -4~
carboxamide;

Mcyclopentyl-1-(1-{4-fluorobenzyl)-5,6-dimethyl- 1A -benzoldlimidazol-2-wipiperidine-4-

carboxarmide:
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[-(3-chloro- I-cyclobutyl-6-fluoro- | H-benzo[dimidazol-2-y1)-M-cyclopentvipiperidine-4-
carboxamide;

1-(6-chloro-1-cyclobutyl-3-fluoro- L A-benzold Jimidazol-2-yl-N-cyclopentylpiperidine-d-
carboxarnide:

A.gyelopentyl-1-(5,0-dimethyl-1 «(pentan-2-y13- 1 H-benzo[d fimidazol-2-yhipiperiding-4-
carboxamide:

A-butyl-1-{ L-eyelobutyl-3,6-dimethyl- 1L H-benzoldJimidazol-2-yDpiperidine-4-carboxamide;
Albutyl- 1-{ L-isopropyl-5,6-dimethyl- 1 H-benzol{dlimidazol-2-yDpiperidine-4-curboxamide;
Atbutyl-1-(5 G-dimethyl-1-pentyl- L H-benzo[dlimidazel-2-yhipiperidine-4-carboxumide;
A-butyl- 1-{ 1-({6-Tluoropyridin-3-ylymethyl}-5,6-dimethyl-1 H-benzo[ d jimidazol-2-v1piperidine-
d-carboxamide;

A-butyl-1-(1-{4-fluorobenzyl)-3 6-dimethyl- 1 -benzo[ d]imidazol-2-yDpiperiding-4-
carboxurnide;

Albenzyl-1-(1-isopropyl-3,6-dimethyl-1 H-benzof d fimidaze - 2-vDipiperidine-d-carboxamide:
N-(4-fluorobenzyl)-1-(1-isopropyl-3,6-dimethyl-1 H-benzo[dimiduzol-2-y | piperidine-4-
carboxarnide;

N-(3-isoprapoxypropyl)-1-{ I-isopropyl-3,6-dimethyl- 1 H-benzo[d limidazo - 2-yDpiperidine -4~
carboxamide;

N-(3,3-dimethylbutyly-1-{ 1-isopropyl-3,6-dimethyl- L F-benzo[dJimidazol-2-yDipiperiding -
carboxamide;

N-(d-bromobenzyl -1~ 1 -isopropyi-5,6-dimethyl- 1 F-benzofdlimidazol-2-vDpiperidine-4-
carboxarnide;

M-cyclohexyl-1-{ I-isopropyl-5,6-dimethyl-1 H-benzo[d [imiduzol-2-yl)piperidine-4-carboxurnide;
MNe(A-cyanobenzyl)-1-( 1-isopropyl-3,6-dimethyl-1£-benzo[d fimidazol-2-y| piperidine-4-
carboxamide;

{3)-1-{5,6-dimethyl-1-p-tolyl-1//-benzo[d imidazol-2-y1}-A-{tetrahydrofuran-3-vlipiperiding-4-
carboxanyide:

4 2-(d-{cyclopentylearbamoyDpiperidin- 1 -y13-5,6-dimethyl- | H-benzofd imiduzol- 1-
ylimethylbenzoic acid

H-( 1 -isopropyl-5,6-dimethyl- 1 H-benzo[dfimidazol-2-v1)-N-(thizzo |- 2-yimethyDpiperidine-4-
carboxamide;

[ -( 5, 6-dichloro-1-isppropyl- 1 f-benzold Jimidazol 2y -4 (1hiazol-Z-yvImethy Dpiperidine-4-
carboxamide;

Ne(d-{ 1 H-tetrazob-3-vDbenzy -1 L ~isopropyl-3.6-dimethyl-1 H-benzold jimidazol-2-

yhpiperidine-d-corboxamide;
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N-cyclopentyl-1-(5,6-dimethyl- 1-(pentan-3-v1)- LH-benzo[djimidazol-2-yhpiperidine-4-
carboxamide;

I-(5,6-dimethyl-§-phenyl-1H-benzold | imidazel-2-wD-N-(tetrahwdrofuran-J-vipiperidine-4-
carboxamide;

N-cyclopentyl-1-(5,6-dichloro- 1 -(4-fluorophenyl)- 1 H-benzo[djimidazol-2-ylpiperidine-4-
carboxamide;

I-(1-{4-bromophenyl}-5,6-dichipro- | H-benzo[d]imidazo I-2-y1)-A-{tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

1-{ 1-{4-fluorophenyl)-3.6~dimethyl- 1 4-benzo[dlimidazol- 2-y)-N-(tetrahydrofuran-3-
ylpiperidine-4-carboxamide;

1-(1-(3-fluorephenyh)-3,6-dimethyl- LH-benzo[ dlimidazol-2-yl)-N-{tetrahydrofuran-3-
yhypiperidine-d-carboxamide;

1-¢1-(3,5-difluorophenyl)-3,6-dimethyl- 1 H-benzold imidazol-2-y13-M-{1etrahydrofuran-3-
ylpiperidine-4-carboxamide;

1-{1-{4-chlorophenyl}-3,6-dimethyl- | H-benzo[d]imiduzol-2-y1)-N-{tetrahydrofuran-3-
ylypiperidine-4-carboxarmide;

1-(5,6-dimethyl-1-(4-{trifluoromethy)phenyl)- 1 H-benzo{d]imidazol-2-y}-A-(tetrahydrofuran. 3-
¥l ipiperidine-4-carboxamids;

1-{1-{3,5-dimethylphenyl)-5,6-dimethyl- | H-benzo[dimidazol-2-y1}-N-{tetrahydrofuran.3-

v piperiding-4-carboxamide;

1-{5,6-dirmethyl- I-(naphthalen-2-yD- 1 H-benzofd jimidazo -2y 3-NV-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

1-{1-(benzold}| 1,3|dioxol-3-y1}-5,6-dimethyl-1 H-benzo[d]imidazo b-2-yly-N{tetrahydrofuran-3-
ylypiperidine-4-carboxamide;

1-(5,6~dichloro- 1 3=-methoxyphenyl)- 1/-benzo| d fimidazo - 2-y1)-V-(retrahydrofuran-3-
ylipiperiding-4-carboxamide;

t-{ I-(henzofd ] 1,3 ]dioxol-5-y1)-3,6-dichloro- 1 H-benzo{d Jimiduzoi-2-v)-N-(tetrshydrofuran-3-
vl piperidine-4-carboxamide;

1-(5,6-dichloro-1-{4-cyanophenyl)- 1 H-benzold[imidazol-Z-y }-N-{tetruhydrofiran-3-
ylypiperidine-4-carboxamide;

Necyclopentyl-1-(3,6-dimethyl-1-m-tolyl-1#-benzold [imidazo - 2-yDpiperidine-4-carboxamide;
Mgyelopentyl=1-( 1-(3 4-dimethylphenyl)-3,6-dimethyl-1 /l-benzold Jimidazol-2-y|jpiperidine-4-
carboxamide;

Mooyelopentyl-1-(1-(4-fluoro-3-methyiphenyl}-3.6-dimethyl- L H-benzo[d]imidazol-2-

¥ piperidine-4-carboxamude;
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N-cyelopentyl-1-(1-(4-cthylphenyl)-3,6-dimethyl- 1H-benzo[d]imidazol-2-yDpiperidine-4-
carboxamide;
N-cyclopentyl-1-{ 1-(4-isopropylpheny1)-3,6-dimethyl- L H-benzo[ dlimidazo - 2-vDipiperidine~4-
carboxamide;

N-cyelopentyl-1-(3,6-dimethyl-1 «(quinolin-6-y1-1 H-benzo[dlimidazol-2-¥Dpiperidine-4-
carboxamide;
N-cyclopentyl- 1-(5,6-dimethyl- | -(quinoxulin-6-yl}- 1 A-benzo[d}imidazo -2~y piperidine-4-
carboxamide;

1-(5,6-dichloro-1-{4-{ methylcarbamoyliphenyl)- 1 H-benzo[d limiduzol-2-y])-N-(tetrahydrofuran-
3-ylhpiperiding-4-carboxamide;

{R)-1-(5,6-dichloro- |-(3-methoxyphenyl)- L H-benzo| dJimidazol-2-y1)-N-(tetrahydro furan-3-
yDpiperidine-d-carboxamide;

N-cyclopentyl-1-( 5, 6-dichloro-1 «(pyridin-3-y13- L H-benzo[d Jimidazol-2-yDpiperidine-4-
carboxanide;

N-cyclopentyl-1-(5,6-dichloro-1-(pyridin-3-yl)- L H-benzo[djimidazo |- 2-ypiperidine-4-
carboxamide,

N-cyclopentyl-1-(3,6-dichloro-1-(6-methoxypyridin-2-yl}- 1 H-benzo[d |imidazol-2-y | )piperidine-
d-carboxamide;
N-cyclopentyl-I-(5,6-dichloro- 1 -(4-cyanophenyl}- 1 Fl-benzo[djimidazol-2-yDpiperidine-4-
carboxamide;

{R)-1-(5,6-dichloro-1-(d-fluorophenyl)- | H-benzo[dJimidazol-2-y1)-A-{tetrahydrofuran-3-
yypiperidine-4-carboxamide;

{R)-1-{3,6-dichloro-1-(3-fluorophenyl)-1 H-benzo| d fimidazol-2-y1)-Al(tetraliydrofiran-3-
yh)piperidine-4-carboxamide;

(R)-1~(5 6-dichloro~T-{4-methoxyphenyl)-1/{-benzo| d fimidazo |- 2-y1)-M-(tetrahyd rofuran- 3«
yDpiperidine-4-carboxamide;

(R)-I-{ 1-{4-tert-butylphenyl}-5,6-dichloro- L H-benzo]dlimidazol-2-yJ-N-(tetrahydrofuran-3-

vl ipiperidine—d-curboxamide;

{R)-1-(5,6-dichloro-1-(4-(trifluoromethoxyphenyl)- | H-benzold |imidazol-2-yI)-A-
(tetrubydrofieran-3-yDpiperidine-4-carboxamide;

1<(3,6-dichloro-1-phenyl-1//-benzo| d fimidazol-2-y)-Ne(tetrehydrofuran-3-y1piperidine-4-
carboxamide;

1-(5,6~dichloro-1-(pyridin-2-y1)<1 #-benzol dimidazol-2-vh-¥-(tetrahydrofuran-3-y ipiperidine-

ducarboxamide;
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{-(5,0-dichloro-1-{pyridin-3-y1)- | H-benzofdlimidazob-2-v)-A-{tetrahydrofuran-3-vDpiperidine-
d-carboxamide;

1-{3,6~dichlorg-i-p-tolyl-1 f-benzoldlimidazo-2-yE-N-{tctrahydrofuran-3-y jpiperidine-4~
carboxamide;

{R)-]<{ l-{d-chloro-3-methoxypheny3-3,6-dimethy -1 H-benzof dlimidazol-2-y13-NV-
{(tetrahydrofuran-3-yDpiperidine-4-carboxamide:
(R)-1-(5,6-dichloro-1-(4-chloro-3-methoxyphenyl)- 1H-benzofd limidazol-2-vi-N-
{tetrahydrofuran-3-yD)piperidine-4-carboxamide,

{R)-1-(1-£2 3-difydrobenzofuran-5-y1)-3,6-dimethyl- 1H-benzo[d Jimidazo - 2-yl)-M-
(tetrabiydrofiran- 3-ylipiperidine-4-carboxamide;

(R)-1<(5,6~dichloro~1-(2, 3-dibydrobenzo furan-3-y13- L H-bepzo[d | imidazo - 2-y1}-N-
(tetrahydrofuran-3-yl)piperidine-d-carboxamide;

{R)- 1-{1-(3,5-dicthylphenyD)-3,6-dimethyl- | H-benzo| djimidazol-2-yl--(tetrahydrofiran-3-
ylipiperidine-4-carboxanmude;

1-(5,6-dichtoro- 1 -{cyclobuty hmethyl}- 1 A-benzof d imidazol-2-yh-M-(tetruhydrofuran-3-
vl)piperidine-4-carboxamide;

{R)-1-{ 1-{4-fluoro-3-methylphenyl}-5,6-dimethyl- 1 H-benzo{d]imidazol-2-y1)- -
(tetrahydrofuran-3-vpiperiding-4-carboxamide;

{B)-1-{ I-{d-cthylphenvl )5, 6-dimethyl LH-benzo[d Jimidaro - 2-yD-N-{tetrahydrofuran-3-
yhipiperidine-4-carboxamide;

(R)- 1-{1-{3,4-dimethvlphenyl)-3.6-dimethyl-1 H-henzo[dJimidazo - 2-y)-A-{tetruhydrofuran-3-
¥l ipiperidine-4-carboxamide;

(R}-1-(5,0o-dimethyl-1-{guinglin-6-y|}- L H-benzofd fimiduzol-2-y1}-N-(tetrahydrofiran- 3-
ylipiperidine-4-carboxamide;

{R)-1-{1-{4-isopropylphenyl }-3,6-dimethyl-1/7-benzo|d fimidazol-2-y1 - M-{totrahydrofuran-3-
ylpiperidine-4-carboxamide,

(R3-1-( 1-{d-tert-butyipheny!)-3,6-dimethy -1 H-benrol[dHimidazol-2-y1-A-(tetrabydrofuran-3-
ylypiperidine-4-carboxamide;

{R)-1-{ 1-{3-chlorophenyl}-3,6-dimethy - 1 #-benzold [imidazo - 2-y1)-N-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;
t-{6-chloro-3-methyl-§-phenyl-1i-benzoldjimidazol-2-y1)-Acyclopenty Ipiperiding-4-
carboxamide;

(R3-1-{5-chloro--mithyllpetolyl ) H-benzo| dlimidazol 2.y D=N-(tetrabydrofuran.3«

ylipiperidine-4-carboxamide,
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(R})-1-{6-chloro-5-methyl-1-p-tolyl- 1 A-benzo[d]imidazol-2-y1)-N-{tetrabiydrofuran-3-
ylpiperidine-4-carboxamide;

{R)-1-(1-{4-carbamoylphenyl)-5-chloro-6-methyl- 1 H-benzo(d ) imidazol-2-y1)-N-
(tetrabydro furan-3-vl)piperidine-4-carboxamide;
I-(1-{(4-carbamoyiphenyl}-3-chloro-6-methyl- 1 H-bewzo[d imidazol-2-y1)-V-
eyelopentylpiperidine-4-carboxamide;
I-{1-(4-carbamoylphenyl)-6-chloro-3-methyl-1H-benzo[dlimidazo - 2-y1)-N-
cyclopentylpiperidine-4-carboxamide;

(R)-1-(1-(4-carbamoylphenyl}-6-chloro-5-methyl- 1 #-benzo[dlimiduzol-2-v1)-N-
(tetralyydrofuran-3-¥Dpiperidine-4-carboxamide;
{R)-1-(5-chloro-6-mathyl-1-{4-(rifluoromethylyphenyb- | H-benzofd |-imidazo L 2-yl)-N-
(tetrahydrofuran-3-yDpiperidine-d-carboxamide;

t-{5-chloro-6-methyl 1-{(4-(trifluoromethy ! )phenyl}- 1 H-benzo[d fimidazol-2-y1)-N-
eyclopentylpiperiding-d-carboxamide;

1-(5-chloro-6-methyl- [-{4-(trifluoromethyljphenyl -1 H-benzo[d imidazo - 2-y1)-N-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide;
(R)-1-{6-chloro-3-methyl-1-{4-(trifluoromethyl)phenyl)- 1 H-benzo[d|-imidazo - 2-y1)-A-
(tetrahydrofiran-3-yhpiperidine-4-carboxamide;

1-{6-chioro-S-methyl- 1-(4-(trifluoromethyliphenyl)- 1 H-benzo[d fimidazol-2-y1)-N
(tetrahydrofiran-3-yDpiperidine-d-carboxamide;

[-{(6-chloro-5-methyl- I-{4-(irifluoromethyphenyl)- 1 H-benzo[d fimidazol-2-y1)-A-
eyclopentylpiperidine-4-carboxamide; -
{R})-1-({6-chloro-3-methyl-1-phenyl-1/i-benzo{d|imidazo - 2-y1)-¥-{tetrahydrofiran-3-
ylipiperidine-4-carboxamide;
{8)-1-{6-chloro-5-methyl-1-phenyl-1/1-benzo[dJimidazo|-2-y1)-N-( tetrahydrofiran-3-
yDpiperidine-d-carboxamide;

N-butyl-1-(5-chloro-6-methyl- F-phenyl-1 #-benzo[d limidazol-2-ylipiperidine-d-carboxamide; N-
butyl-1-(6-chloro-3-methyl-1-phenyl- | H-benzo[dJimidazol-2- yDpiperidine-4-carboxamide;
[-(5-chloro-6-methyl-1-phenyl- { H-benzo[dlimidazol-2-y1)-A-(tetrahydrofuran-3-yDpiperidine-
4-carboxarnide;

1-{6-chloro-5-methyl-T-phenyl-1/7-benzo{d limidazol-2-y1)-N-(tetrahydroturan-3-yhpiperidine-
d-carboxamide;
I-(5-chloro-1-cyclobutyl-6-methyl-1#-benzoldjimidazol-2-y1-N-{tetrehydrofuran-3-

yhipiperidine-4-carboxamide;
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I-{f-chloro-1-cyclobutyl-3-methyb 1 H-benzofdlimidazo |- 2-v1)-N-{tetrabydrofuran-3-

vl ipiperidine-4-carboxamide;

I-{ 5-chloro- I-(cyclobutvimethyl)-6-methyl- LE-benzo| d Jimidazol-2-y1)-N-cyclopentylpiperidine-
d-carboxamide;

[-{6-chlofo-1-(cyclobutylmethyl)-5-methyl- LH-benro[dlimidazol-2-y1)-N-cyclopentylpiperidine-
d-carboxamide;

1-{5-chloro-f-methyl- L-pentyl-1 H-benzofdimidazol-2-yh-M-cyclopentylpiperidine-4-
carboxamide;

1-(6-chloro-5-methyl- L-pentyl-1 H-benzo[dJimidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

1-(5-chloro-1-{d-fluoraphenyh-6-methyl-1 F-benzo[djimidazol-2-vl)-Necyclopentylpiperidine-4-
carboxamide;

L-{6-chloro-1-{4-fluorophenyh)-5-methyl- 1 F-benzo[djimidazol-2-v1)-N-cyclopentylpiperidine-4-
carboxamide;

1-(5-chloro-6-methyl- [-phenyl-1 A-benzo[d imidazol-2-¥1)-N-cyclopentylpiperidine-4-
carboxamide;

1-{6-chloro-5-methyl- T-phenyl-1/-benzo|djimidazol-2-y1)-N-cyclopentylpiperidine-4-
carboxamide;

A-butyl-1-{S-chloro-1-cyclobutyl-b-methyl- L H-benzo[dlimidazol-2-y1)piperidine-4-
carboxamide;

A-butyl-1-(6-chloro-1-cyclobutyl-S-methyl- LA-benzo[dimidazol-2-yDpperiding-4-
carboxarnide;

{R)-1-{5,6-dimethyl-1-(3-(trifluoromethyl)phenyl}- LH-benzold [imidazol-2-yI)-N-
{tetruhydrofiran-3-vDpiperidine-4-carboxamide;

{R)-1-(1-(2,2-difluorobenzo|d|{1,3 |dioxol-3-yi}-3,6-dimethyl- 1 /1-benzo| d | imiduzol-2-y1)-N-
{tetrahydrofuran-3-ylipiperidine-d-carboxamide;

(R)-1-(5,6-dimethyl- 1-(3-(trifTuoromethyDpyridin-2-y}- 1 H-benzo{dJimidazol-2-1)-N-
(tetrahydrofurun-3-ylipiperidine-4-carboxamide;

{R)-1-(1-(3-ethylpheny]}-3.6-dimethyl- LA-benzo[ d jimidazo - 2- v D-N-(tetrabydro furan-3-
ylipiperidine-4-carboxamide;

{R)-1-{ 1-(3-isopropylphenyl 3. a-dimethyl- L L Denzo|d fimidazol-2-yD-N-(tetrahyd rofiuran-3-
ylpiperiding-d-carboxamide;

(R)-F+(6-chloro-1-{4-isopropylpheny)-5-methyl-1 f-benzo[d Jimidazo |-2-yD-N-(tetrahydrofuran-

J-yhpiperidine-4-carboxamide;
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(R)-1-(5,6-dichloro-1-{ 3-chlorophenyl)-1 H-benzo[d]imidazo - 2-y1)-¥-{tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

{R)-1-(5,6-dichloro- I-{4-fluoro-3-methylpheny- 1 7i-benzo[d)imidazo1-2-y-N-(tetrabydrofuran~
3-yhpiperidine-4-carboxamide;

{(R)-1-(5,6-dichloro-1-(3,5-diftluorophenyl -1 H-benzold | imidazob-2-v1}-N-{ tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

(R})-1-(5,6-dichloro- I-(3-cyanoplenyl)- | -benzo[d]imidazo-2-y[}-V-{tetrahydrofuran-3-
vlipiperidine-4-carboxamide;

(R)-1-(3 6-dichloro-1-{pyridin-2-y1}-1 H-benzo[d)imidazo - 2-yD)-N-(tetralyydrofuran-3-
yhipiperidine-4-carboxamide;

(R)-1-(3,6-dichloro-1-{ S-mcthylpyridin-2-y1)- LH-benzo[d Jimidazo - 2-y1)-A-{tetrabydrofuran-3-
yhipiperidine-d-carboxamide:

{R)-1-(5,6-dichloro-1<(6-methoxypyridin-2-yl3- 1 H-benzo[d Jimidazol-2-y - N-( tetrahydrofuran-
-yhpiperidine-d-carboxamide;

(R}-1-(3,6-dichloro-1-(3-isopropylphenyl}-1 H-benzof d]imidazol-2-yl}--(tetrahvdrofuran-3-
ylpiperiding-4-carboxamide;

(R)-1-(5,6-dichloro- 1 {4-methylpyridin-2-y1}- 1 H-benzo[d Jimiduzo b-2-y1)-N-{tetrahydrofiran-3-
ylypiperidine-4-carboxamide;

(R}-I~(5,6-dichloro-1-{6-methylpyridin-2-yD- 1| H-benzo[d limidezo k. 2-y - M(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

(R)-1-{5,6-dichloro~1-{3~(difluoromathoxy)iphenyl)- LA benzold [imidazo - 2-y1)-N-
(tetrahydrofuran-3-vhpiperidine-4-carboxamide;

(R)-1-(5 6-dichloro-1-{3-(trifluoromethoxyjphenyi}-1 H-benzo[d )imiduzol-2-yI)-V-
(tetrahydroturan-3-v)piperidine-4-carboxamide;

{R)-1-(5.6-dichloro-1-{(4-isobutyiphenyl)- U -benzo|d Jimidazol-2-¢l-M (tetrahydrofiran-3-
yhpiperidine-4-carboxamide;

{R}-1-(5,6-dichloro-1-03 4-dimethylphenyl)- 1 F-benzo[d]imidazol-2-v-VA{tetrahydrofuran-3-
ylipiperidme-4-carboxamide;

{R)-1-(3,6-dichloro-1-{4-chlorophenyl)-1 H-benzo[d imidazol-2-yD-V-{tetrahydrofuran-3-

vl ipiperidine-4-curboxumide;

(R)-1-(3,6-dichloro- 1 3-(trifluoromethypyridin-2-yB-1-benzo[d Jimidazo - 2-y1y-N-
(tetrahydro furan-3-ylipiperidine-d-carboxamide;
(R)-1-{3.6-dichlore-1-(3-fluoropyridin-2-y1)-1H-benzold imidazol-2-yD-M-(tetratydrofuran-3-

yDipiperidine-4-carboxamide;
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(R}-1-{ 1-{4-isobutylphenyl)-3,6-dimethyl- L H-benzo[dlimidazo - 2-v])-N-(tetrahydrofuran-3-
yhpiperidine-4-carboxamide;

{(R)-1-{6-chloro-1-{3,5-dimethylphenyl)-5-methyl-1 H-benzo(d]imidazol-2-yl)-V-
(tetrahydrofuran-3-vipiperidine-4-carboxamide;
(R)-1-(1-{4-chloro-3-fluorophenyl}-5,6-dimethyl- 1 H-benzo[djimidazol-2-yl3-Vo(teteahydrofuran-
J-ylpiperidine-d-carboxamide;

(R)-1(5,6~dichloro- I -{4-chloro-3-flusrophenyl)- 1 H-benzo[dlimidazo - 2-yD-A-(tetrahydrofuran-
J-yhpiperiding-4-carboxamide;

(R)-1-(3,6-dichloro- 1-(3,5-dicthyphenyl)- 1 H-benzo[d|imidazol-2-yl}-V-(tetrahydrofuran-3-
yljpiperidine-4-carboxamide;

(R}-E-(1-(3-tert-butylphenyl)-5,6-dimothyl- LH-benzo[d Jimidazol-2-y1}-N-{tetrahydro furan-3-
ylipiperidine-4-carhoxamide;

(R)-1-{ 1-(3-tert-butylphenyl}-5,6-dichloro- | H-benzo[d imidazol-2-yI-A{tetrahydrofuran-3-
ylipiperidine-d-carboxarmide;

(R)-1-(5,6-dichloro- I-phenyl-1 #-benzo[ d}imiduzol-2-yl}-¥-(tetrahydrofuran-3-ylipiperidine-4-
carboxamide;

(R)-1-(3,6-dichloro-1-(4-gthylphenyl)-1 #-benzo[djimiduzol-2-y1}-N-{tetrahydrofirun-3-
vlipiperidine-4-carhoxamicde;

{(R)-1-{5,6-dichloro-l-m-tolyl-1 H-benzo[dfimidazol-2-y)-N-(ictrahydrofuran-3-yDpiperidine-4-
carboxurmide;

(R})-1+5,6-dichloro-1-3,5-dimethyIphenyl)- | H-benzo[d |imidazol-2- vh-N-{tetruhydrofuran-3-
ylipiperidine-4-carboxamide:

{R)-1-(5,6-dichloro-1-( 3-ethylphenyl)-1 H#-benzo[d fimiduzol-2-y1)-N-(tetrahydrofuran- 3-
yhipiperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-{6-(trifluoromethyljpyridin-2-yb)-1 /- benzo|d jimidazo - 2-y1)- M-
{tetralyedrofuran-3-yhpiperidine~d-carboxamide;

(R}-1-(5,6-dichloro-1-{ 3-ethoxyphenyl)- LH-benzo[dJimidazol-2-y1)-N-{tetrahydrofirsn-3-
yDpiperidime-4-curbozamide;

(R)-1-(3.6-dichloro-1-(3-isopropoxypheny)- | H-benzo[d |imidazol-2-y1)-N-(tetrahydrofuran-3-
yDpiperidine-4-carboxamide;

(R)=1-(5,6-dichloro~1-(3-propoxyphenyl)-1 /l-benzoldjimidazol2-yl-N-{tetrahydrofuran-3-
ylipiperidine-d-carboxamide;

(R)-1-(1-{d=Auoro-3, 5-dimethylpheny! -5 6-dimethyl-1A-benzold [imidazol-2-y1-N-

{(tetrahydroturan-3-¥hpiperidine-d-carboxamide;
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(R3-1-(5 6-dichloro-1<(4-chloro-3-methylpheny)- L H-benzo[d]imidazol- 2-yi)-N-
(tetrshydrofiuran-3-ypiperdine-4-carboxamide;

(R} 1-(5,6-dichloro-1-(3-chloro-d-methylphenyl}- | H-benzoldlimidazo - 2-yi)- e
{(tetrahydrofuran-3-vlpiperidine-d-carboxamide;

(R)-1-(3,6-dimethyl- I-phenyl-1A-benzo[d]imidazol- 2-yD-N-(tetrahydrofuran-3-yhpiperiding-4-
carboxamide;

(R)-1-(5,6-dimethyl- [-p-tolyl- LH-benzofd[imidazol-2-y1)-N-{tetruhydrofuran-3-yDpiperidine-4-
carboxamide:

(R)-1-{5 6-dimethyl- L-m-tolyl-1 H-benzo[dlimidazel-2-y[)-N-(totruhydrofuran-3-vlpiperidine-4-
carboxamide;

(R)-1-(1-{3-cyanophonyl)-3,6-dimcthyl- 1 H-benzof dimidazo - 2-vli-Nof teteahydroforan-3-
ylipiperidino-4-carboxamide;

(R}-1-(5,6-dimethyl- I { naphthalen-2-y13- L -benzo[d)imidazo |2 - vl -N-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

(R)-1-(1-{4-chloro-3-methylphenyl)-3,6-dimethyl- 1 H-benzo[dlimidazo-2-y1)-N-
{(tetrahydrofiran-3-yl)pipendine-4-carboxamide;

(R)-1-{ 1-{3-chloro-4-methylphenyl)-3.6-dimethyl- 1 H-benzo[d}imidazo - 2-y1)-A-
(retrahwdrofuran-3-ylpiperidine-4-carboxamide;

(R)-1-(1-(benzofdJihiazol-6-31)-3,6-dimethyl- | F-benzoldlimidazol-2-1)-N-(tetrahvdrofiran-3-
ylipiperidine-4-carboxamide;

(R)-1-(1-thenzofd thinzal-3-yD-5,6-dimethyl- 1 H-benzefd limidazol-2-yI-N-{tetrahyvdrofuran-3-
ylipipetidine-4-carboxamide:

(R)-1-{5-chloro-1-(3 4-dimethyiphenyl)-6-methyl- 1 H-benzo [ d fimidazol- 2 -y~
(tetrahydrofiran- 3-vlipiperidine-d-carboxumide;

(R)-1-(6-chloro-1-(3 4-dimethylphenyl}-5-methyl- 1 /l-benzold jimidazo - 2-y1)-V-

{tetrahydro fran-3-vUpiperidine-4-carboxamide;

(R}-1-(3-chloro-1-{4-sopropylphenyl -6-methy k- § H-benzo[d imidazo-2-v1)-N- tetrahydroferan-
J-yDipiperidine-d-carboxarnide;

{R)-1-{6-chloro-1-(4-isopropylphenyl)-3-methyl- | H-benzo[d fmidazo - 2-y3-N-(tetrshydrofuran-
J-yhpiperidine—<d-carboxamide;

(53-1-{5-chloro-6-methy - I-p-tolyl-1//-benzo| djimidazol-2-vh- Vo tetrshydrofuran- 3«
yDipiperidine-4-carboxamide;

(8)-1-{6-chloro-S-methyl-1-p-tolyi- 1 H-benzofd limidazo < 2-vl - N-{retrahydrofuran-3-

sl ipiparidine-d-carboxamide:
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(83-1-{G-chloro-1-{3,5-dimethviphenyl}-5-methyl- 1 A-benzofd]imidazal-2-yI)-A-
(tetrabhydrofuran-3-vlpiperidine-4-carboxamide;

{R)-1-(5,6-dichloro-1-p-tolyl-1 F-benzo[ djimidazol-2-yl)-N-{tetrahydrofuran-3-yDpiperidine-4-
carboxamide;

I-{ 1-cyclabutyl-3,6-dimethyl- LH-benzo[dlimidazol-2-¢1)-N-((18,25)-2-
hydroxyevclopeniylpiperidine-4-carboxamide;

[-{ L-eyelobutyl-3,6-dimethyl- L H-benzo[dlimidazol-2-y3-A-({ TRL2ZR)-2-
hiydroxyeyclopentylpiperidine-4-carboxamide;

{R)-1-(1-tbenzofuran-5-y1}-5,6-dimethyl- | H-benzo[d}imidazol-2-y1}-N-{ tetrahydrofiran-3-
ylpiperidine-4-carboxamide;

{(R)-1-(5,6-dichloro-1-(d-fluare-3,5-dimethylphenyl - LH-benzo| dlimidazol-2-v1y-N-
(tetrshydrofuran-3-yl)piperiding-d-carboxaraide;

(R)- 1-{ 1-(3-fluore-S-methylphenyl -5, 6-dimethyl- | H-benzo[dlimidazol-2-y-A-
(tetrahydroflran-3-vipiperidine-4-carboxamide;

{R}-1-{5,0-dichloro-1-( 3-fluoro-3-methylpheny)-1 #-benzo[dlimidazol-2-yh-N-(retrahydrofiran-
3-yhpiperidine-4-carboxamids;

(R)-1-{5,0-dichloro-1-{4-cyclopropylphenyl)- 1 H-benzo[d]imidazo - 2-yl)-V-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

{R)-1-{3,6-dichloro- - 3-cyclopropyiphenyD- L H-benzol d Jimidazo 1« 2- v 11-N-(retrahydrofuran-3-
yipiperidine-d-carboxamide;

(Ry-1-{ I-(Benzofuran-6-y1)3-3.6-dimethyl- H-benzoldlimidazol-2-yDB-N-{teteshydrofuran-3-
ylipiperidine-4-carboxamide;

{R)-1-{3-chloro-1-{4-ethylphenyl)-6-methyl-1 H-benzo|d [imidazob-2-y11-N-(tetrshydrofimran- 3-
ylipiperiding-4-carboxamide;

(R)-1-(6-chloro-1-{4-ethylphenyh)-S-methyl- 1/ /-benzo|d |imidazol-2-yD-M-{tetrahvdrofuran-3-
ylipiperidine-d-carboxamide;

(R)-1-{ 5-chloro- 1-(d-ethylphenyi)-6-methy - 1 H-benzold |[imidazol-2- y1-V-(tetrshydro furan-3-
yhipiperidine-4-carboxamide;

{R)-1-(1-(d-tert-butylphenyi)-H-chloro-3-methyl-1 H-benzo[dfimidazo|-2-yl)-N-{tetrahydrofuran-
3-yhipiperidine-4-carboxamide;

{R)-1-{1-(d-cyclopropyipheny!)-3,6-dimethyl-1/f-benzo} d imiduzol-2-w1)-A-(tetrahydrofiran-3-
ylipiperidine-4-carboxarnide:

{R)-1-(1-(3-cyclopropylphenyl}-5,6-dimethyl-1/-benzofd [imidazol-2-v)-A-(tetrahydrofuran-3-

ylipiperiding-d-carboxamide;
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(R)-1-(5,6-dichloro- I-(3-{cyclopentyloxy)phenyl - | H-benzo[d fimidazol-2-v1)-N-
(tetruhydrofuran-3-ypiperidine-4-carboxamide;
(R)-1-{3,6-dichloro-1-{3-cyclobutoxyphenyl)-1 H-benzo[d limidazol-2-y1)1-N-{tctrabydrofuran-3-
ylipiperidine-4-carboxamide;

L -{3-chloro-6-fluoro-l-methyl-] H-benzo[d)imidazol-2-y1}-M-cyclopentylpiperiding-4-
carboxamide:

t-{6-chloro-5-fluoro- I-methyl-1 H-benzo[d)imidazol-2-yI)-N-cyclopentylpiperidine-4-
carboxarnide;

1-{3-chloro-1-ethyl-6-fluoro- 1 H-benzofdimidazo - 2-yh-N-cyclopentylpiperidine-4-
carboxumide;

1-{6-chloro-1-cthyl-5-fluore- L H-benzol d|imidazol-2-v)-N-cyclopentylpiperidine-4-
carboxamide;

-(5-chloro-6-fluoto- l-isopropy - H-benzo[d]imidazol-2-y)-N-cyclopentvipiperidine-4-
carboxamide;

1-{6-chloro-3-fluoro-1-isopropyl- 1 H-benzo[ dlimiduzol-2-y[}-N-cyclopentylpiperidine-4-
garboxamide;

-{ I-butyl-5-chloro-6-fluoro- 1 H-benzof dlimidazol-2-y1)-N-cyclopentylpiperidine-4-
carboxamide;

t-( 1-butyl-6-chioro-S-fluoro- | H-benzofd]imidazol-2-y1 3-N-cyclopentylpiperidine-4-
carboxamide;

1-(5,6-dimethyl-F-p-tolyl- 1 Fl-benzo[dlimidazo - 2-y}-N-{tetrahydrofurin-3-vhpiperidine-4-
carboxarnide;

(R)-1-{6~chloro-1-{4-fluorophenyl)-5-methyl- 1 H-benzo[dJimidazol-2-yh)-N-(retrahydrofuran-3-
ylhipiperidine-4-carboxamide;

(R)-1-(3-chloro-1-{4-fluorophenyl}-G-methyl-1 H-benzofd Jimidazob-2-y1)-No{ tetrabydrofuran-3-
yhipiperidine-d-carboxamide;

{R)-1-{6-chloro-5-methyi-T-m-olyl-1 H-benzo[dimidazol-2-yh-N-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

(R)-1-(5-chloro-6-methy - 1-m-tolyl- L H-benzo[ d Jimidazo b 2-yB-A{tetrahydrofuran-3-
¥|ipiperidine-4-carboxamide;
(R)-1-{5-chioro-6-methyl-1-{3-(trifluoromethyDpyridin-2-yi}-1//-benzold [imidazol-2-y1)-A-
(tetrahydrofuran-3-yDpiperidine-d-carboxamide:

{R)-1-(6-chloro-S-methyl-1-{ 3-{trifluoromethyDpyridin-2-y)-1 /-benzo[d)imidazol- 2-v1)-A-

(tetrabydrofuran-3-ylipiperidine-4-carboxamide;
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t-(1-cvelobutyl-3,6-dimcthyl- 1 H-benzo[d imidazol-2-y13-N-({25)-2-
methoxyoyclopentyDpiperidine-4-carboxamide;

1-{1-cyclobutyl-5,6-dimethyl- L H-benzo[d Jimidazol-2-y1)-NV-({28)-2-
cthoxveyclopentyl)piperidine-d-carboxamide;

1-{1-cyclobutyl-3 G-dimethyl- L H-benzo[ djimidazol-2- v 3-N-{(28)-2-
propoxyeyclopentylpiperiding-d-carboxamide;
1-(5,6-dichloro-1-(4-{dimethylcarbamoyliphenyl)- 1 H-benzo[djimidazol-2-y1)-N-
(tetrahydrofiran-3-ylpiperidine-4-carboxamide;

1-{(3,6-dichloro-1-cyclobutyl-1 H-benzofd}imidazo - 2-v1-A-((18,283-2-
hydroxyeyclopentylypiperiding-4-carboxamide;

1-{5,6-dichloro-1-cyclobutyl- | H-benzofdlimidazol-2-vi)-A-((1S,28)-2-
methoxyevelopentylipiperidine-d-carboxamide;

}o{ 5, 6udichloro-1-cvclobutyl-1 FH-benzofdlimidazol-2-y-N-({15,28)-2-
ethoxyevclopentylipiperidine-4-carboxamide;

1-{1-cycipbutyl-3,6-dimethyl- LH-benzo{d}imidazol-2-¥}--( fran-2-yimethyjpiperidine-4-
carboxamide;

1-(1-cyclabutyl-3 6-dimethyl- LA-benzo[dJimidazol-2-y1)-N-(thiophen-2-ylmethyl)piperiding-4-
carboxamide;

{R)-1-(1-{5-bromopyridin-2-y)-5,6-dimethyl | H-benzo[d limidazol-2-y1j-N-{teteahydrofuran-3-
yhipiperidine-4-carboxamide;

{R)-1-{ 1-{5-cthylpyridin-2-y1}-3.6-dimethyl- L H-benzo[d Jimidizol-2-y J-M-{tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

{R)-1-{ 1-{3-chloro-3-fluoraphenyl)-3,6-dimethyl-1 H-benzo| d [imidazo - 2-yl)--(fetrahydrofuran-
3-ylypiperidine-4-carboxumide;

(R}-1-{3,6-dichloro-1-(3-chlora-3-fluorophenyi)- | fi-benzold imidazol-2- viy-A-(tetrabyd rotiran-
J-yDpiperidine-d-carboxamide;

{R)-1-{5,6-dichloro-1-(3-{iriluoromethyDpheny!)- 1 H-benzo[d jimidazo |- 2-y1)- V-
(tetrihydrofiran-3-yhpiperidine-4-carboxmnide;

{R)-1-(5,6-dichloro- {02, 2-diflusrobenzold)] |3 [dioxol-5-yl}- | H-benzofd imiduawo-2-y1)-N-
(tetrahydro furan-3-y1piperidine-4-carboxamide;

{S3-1-(1-{3,5-dimethyiphenyl }-3,6-dimethyl-1 //-benzof d jimidazol-2-y1)-M-(tetralvydrotiran-3-
ylipiperidine-4-carboxamide;

{R)-1-(5,6-dichloro-T-(4={irifluoromethylipyridin-2-ylj- L A-benzo[dimidazo-2-y1)- V-

{tetrahydro furan-3-vipiperidine-4-carboxamide;
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(R)-1-{5,6-dichloro-1-(5-chloropyridin-2-yl)-1 H-benzo[d [imidazo I-2-vD)-N-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

{R)-1-{3,6-dichloro-1-{ 3-fluoro-G-methyipyridin-2-yly-1 H-benzo[d Jimidazo 1-2-y1)- M-
{tetrahydrofuran-3-yipiperidine-4-carboxamide;

(R)- I-{1-(3-fluorophenyi)-3,6-dimethyl- 1 F-benzo[dJimidazol-2-yll-A-(tetrahyvdrofuran-3-
ylipiperiding-d-carboxamide;

(R)-E-(1-(3,3-dimethylphenyl)-3,6-dimethyl- LH-benzo[dJimidazol-2-yD-N-(tetrahydrofuran-3-
vlipiperidine-4-carboxamide;

(R)-1-{ 1-(4-fluorophenyl)-3.6-dimethyl- 1 H-benzo[ d jimidazol-2-y1)-N-{tetrahydrofiran-3-
vlpiperiding-4-curboxamide;

(R)-I-(1-(3,5-difluorophenyl)-3 6-dimethyl- Li-benzo[d Jimidazol-2-yD)-N-{totrahydrofuran-3-
s Dpiperidine-d-carboxamide;

{R)-I-(1-(4-chlorophenyl)-3,6-dimethyl- | H-benzo[dimidazol-2-y1}-M-(tetrahydrofuran-3-
ywlypiperidine-4-carboxamide;

{(R}-1-(5,6-dimethyl-1-(4-(trifluoromethyl jphenyl}- L H-benzo[d limidazol-2-yl)-AL
(tetruhydrofuran-3-yDipiperidine-4-carboxamide;

(R)-1-(5,6-dimethyl-1-p-tolyl-1 H-benzo[d|imidazol-2-y1)}-N-{tetrahydrofiran-3-yDpiperidine-4-
carboxamide;

(R)-1-( 1-(5-chloropyridin-2-y1)-$,6-dimethyl-1 H-benzo[dlimidazol-2-y1)-V-{ tetrahydrofuran-3-
yhipiperidine-d-carboxamide:

(R)-1-(3,6-dimethyl- I-(4-{trifluoromethypyridin-2-y13- 1 H-benzo{d )imiduzol-2-yD-N-
{tetruhydrofuran-3-viypiperidine-d-carboxarmde;
(R)-1-{1-(3-fluoro-f-methylpyridin-2-y[}-5,6-dimethyl-1 #-benzo[dlimiduzol- 2-y1)-V-
(tetrahydrofuran-3-vDipiperiding-4-carboxamide;

{R)-1-(5,6-dichloro-1-(4-ethoxyphenyl - 1/1-benzold fimidazol-2-y1}-Ne(tetrahyd ro furan-3-
ylipiperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1{4-methoxy-3-methylphenyl }- 1 H-benzo[d limidazo - 2-yi}-M-
(tetrahydrofuren-3-yhipiperidine-4-carboxamide; and

(R)-1-{1-cyclobutyl-3,6-dimethyl- | H-benzo[dJimidazol-2-y))-N-{tetrahydrofiran-3-

¥Dpiperidine-4-carboxamide;

or a pharmaceutically acceptable salt thereof.

In particular embodiments, compounds that may be utilised as the required mPGES-1
inhibitor may include the following compounds forming Group E below, or a
pharmaceutically acceptable salt thereof:

LY-3023703 (Eli Lilly and Company development compound);
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AZ-13330908 (AstraZeneca development compound);
GRC-27864 (Glenmark Pharmaceuticals development compound, as depicted below)

FiC O

As described herein, the present invention relates to the use of compounds that are
mPGES-1 inhibitors in the treatment of diseases and disorders characterised by

vasoconstriction.

The skilled person will understand that references to diseases and disorders characterised
by vasoconstriction will include references to diseases and disorders that have
vasoconstriction as a significant component (either as a causative factor in the
development of the condition or as a symptom of other causative factors). Such diseases

and disorders will be readily identified by those skilled in the art.

In particular, the skilled person will understand that diseases and disorders characterised
by vasoconstriction may result from (i.e. be a symptom of) the effect of an underlying
causative factor, which may itself be an underlying disease or disorder, such as

inflammation. Alternatively, such diseases and disorders may be idiopathic.

In a particular embodiment, the disease or disorder characterised by vasoconstriction may

be associated with (e.g. result from) inflammation.

In alternative embodiments, the disease or disorder may be described as being

inflammation characterised by (i.e. associated with, e.g. resulting from) vasoconstriction.
Particular diseases and disorders that may result in (and thus be characterised by)

vasoconstriction (in particular, vasoconstriction associated with inflammation) include

autoimmune disorders, such as scleroderma.
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Thus, in a particular embodiment, the disease or disorder (i.e. the disease or disorder that
may be characterised by vasoconstriction) is scleroderma (e.g. which may be referred to

as vasoconstriction associated with scleroderma).

In particular, the treatment or prophylaxis using a compound that is an mPGES-1 inhibitor
as defined herein may be referred to as the treatment or prophylaxis of scleroderma, such

as vasoconstriction resulting from (i.e. caused by or associated with) scleroderma.

Alternatively, the treatment or prophylaxis using a compound that is an mPGES-1 inhibitor
as defined herein may be referred to as the treatment or prophylaxis of inflammation
associated with (e.g. resulting from) scleroderma, such as vasoconstriction resulting from
(i.e. caused by or associated with) inflammation associated with (e.g. resulting from)

scleroderma.

In cases where the vasoconstriction is an effect of an underlying disease or disorder,
references to treatment of the disease or disorder may refer in particular to treatment of
the vasoconstriction per se (although other factors relating to the disease or disorder may
also be treated concomitantly, such as associated inflammation). In such instances,
references to the treatment of vasoconstriction may indicate that the level of constriction
(i.e. the narrowing) of the blood vessels is reduced (e.g. by a measurable and
therapeutically significant amount) such that the width of blood vessel is increased when

compared to the untreated (i.e. constricted) state.

Thus, in particular embodiments, the treatment (i.e. the treatment of the disease or
disorder characterised by vasoconstriction) comprises providing a reduction in the degree

of vasoconstriction.

Further, in cases where the vasoconstriction is an effect of an underlying disease or
disorder, references to treatment of the disease or disorder may refer in particular to
treatment of the particular disease or disorder (e.g. by treatment of associated
inflammation) in a manner that results in a lower degree of vasoconstriction than would be
observed when such conditions are treated using alternative methods (e.g. in the case of
the treatment of associated inflammation, a reduction in vasoconstriction compared to the
degree of vasoconstriction observed when such conditions are treated using COX

inhibitors, such as COX-2 inhibitors, as known to those skilled in the art).
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Thus, in particular embodiments, the treatment (i.e. the treatment of the disease or
disorder characterised by vasoconstriction) comprises treatment of inflammation (e.g. the
treatment of inflammation associated with the relevant disease or disorder) with a lower
degree of vasoconstriction (such as at least a 10% lower degree, e.g. at least a 20%, 30%,
40% or 50% lower degree) than that observed in treatment with a COX-2 inhibitor.

In more particular embodiments, the treatment (i.e. the treatment of the disease or disorder
characterised by vasoconstriction) comprises treatment of inflammation (i.e. the treatment
of inflammation associated with the relevant disease or disorder) such that there is the
substantial absence of an increase in vasoconstriction (e.g. with a measurable degree of
constriction of the relevant blood vessels that is not greater than 20% of their normal width,
such as a degree of constriction of blood vessels that is not greater than 10% (e.g. not

greater than 5%) of their normal width).

The skilled person will also understand that inflammatory conditions such as scleroderma
may also lead to secondary diseases and disorders, the symptoms of which may be

treated through treatment of the underlying condition.

Thus, in particular embodiments, the treatment or prophylaxis as described herein may be

treatment or prophylaxis of a disease or disorder associated with scleroderma.

Particular diseases and disorders characterised by vasoconstriction (for example,
vasoconstriction associated with inflammation, such as vasoconstriction associated with
scleroderma) that may be mentioned include:

cardiovascular disorders, such as Raynaud's phenomenon (also known as secondary
Raynaud’s, such as wherein systemic lupus erythematosus (SLE) or, particularly,
scleroderma is the primary disease), Raynaud's disease (also known as primary
Raynaud’s), healed pitting ulcers on the fingertips, digital ulcers, skin and mucousal
telangiectasis, palpitations, irregular heart rate and fainting due to conduction
abnormalities and congestive heart failure;

digestive disorders, such as gastroesophageal reflux disease (GERD/GORD), bloating,
indigestion, loss of appetite, diarrhoea alternating with constipation, sicca syndrome and
its complications, loosening of teeth and hoarseness (due to acid reflux);

pulmonary disorders, such as pulmonary artery hypertension (PAH), progressive
worsening of shortness of breath, chest pain (particularly when due to pulmonary artery
hypertension) and dry, persistent cough (e.g. due to interstitial lung disease);
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musculoskeletal disorders, such as joint, muscle aches, loss of joint range of motion,
carpal tunnel syndrome and muscle weakness;

genitourinary disorders, such as erectile dysfunction, dyspareunia, scleroderma renal
crises and kidney failure; and

other disorders such as facial pain due to trigeminal neuralgia, hand paraesthesias,

headache, stroke, fatigue, calcinosis and weight loss.

Particular diseases and disorders characterised by vasoconstriction that may be
mentioned include Raynaud’s phenomenon (e.g. secondary Raynaud’s associated with
(e.g. resulting from) SLE or, particularly, scleroderma), conditions associated with
Raynaud’'s phenomenon (such as digital ulcers), and pulmonary arterial hypertension
(PAH).

Thus, in a particular embodiment, the disease or disorder is Raynaud’s phenomenon (e.g.
Raynaud’'s phenomenon associated with (e.g. resulting from) an inflammatory condition,

such as SLE or, particularly, scleroderma).

In a more particular embodiment, the disease or disorder is Raynaud's phenomenon

associated with scleroderma.

In an alternative embodiment, the treatment or prophylaxis is of inflammation associated

with (or resulting in) Raynaud’'s phenomenon, such as that resulting from scleroderma.

In a particular embodiment, the disease or disorder is digital ulcers, such as digital ulcers

associated with scleroderma and/or Raynaud’s phenomenon.
In a further embodiment, the disease or disorder is pulmonary arterial hypertension (PAH),
such as PAH associated with (e.g. resulting from) an inflammatory condition, such as SLE

or, particularly, scleroderma.

In an alternative embodiment, the treatment or prophylaxis is of inflammation associated

with (or resulting in) PAH, such as that resulting from scleroderma.

For the avoidance of doubt, the disease or disorder may be pulmonary arterial

hypertension (PAH) that is not associated with scleroderma, such as idiopathic PAH.
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For the avoidance of doubt, in particular embodiments there is provided the treatment or
prophylaxis of a disease or disorder selected from Raynaud’s phenomenon, such as that

resulting from scleroderma, and pulmonary arterial hypertension (PAH).

For the avoidance of doubt, in particular embodiments the disease or disorder may be
Raynaud’s phenomenon or pulmonary arterial hypertension, each associated with

scleroderma and/or SLE.

In further embodiments, the vasoconstriction may be associated with (e.g. be a symptom
of) vascular complications associated with diabetes mellitus. In particular, the
vasoconstriction may result from vascular dysfunction due to increased oxidative stress,
impaired NO formation, dyslipidemia and inflammation, which all together cause

vasoconstriction (thus reducing bloaod circulation).

As used herein, references to diabetes mellitus will include references to type 2 and type

2 diabetes. In particular, they will refer to type 1 diabetes.

Thus, in a particular embodiment, there is provided the treatment or prophylaxis of
vasoconstriction associated with (e.g. resulting from) diabetes mellitus (e.g. type 1

diabetes).

In particular, vasoconstriction associated with (e.g. resulting from) diabetes mellitus (e.g.
type 1 diabetes) may lead to conditions such as poor wound healing, diabetic neuropathy
(e.g. peripheral diabetic neuropathy), diabetic retinopathy and diabetic ulcers. Moreover,
vasoconstriction associated with (e.g. resulting from) diabetes mellitus (e.g. type 1
diabetes) may increase the risk of stroke (i.e. thrombotic stroke), pulmonary embolism and
myocardial infarction, the treatment and, in particular, prophylaxis of which may be

achieved as part of the present invention.

In a more particular embodiment, there is provided the treatment or prophylaxis of diabetic

neuropathy (e.g. peripheral diabetic neuropathy), diabetic retinopathy or diabetic ulcers.

In a yet more particular embodiment, there is provided the treatment or prophylaxis of

diabetic ulcers.

The skilled person will appreciate that the treatment or prophylaxis of a disease or disorder

characterised by vasoconstriction may be achieved in combination with the treatment or

64



10

15

20

25

30

35

WO 2017/144909 PCT/GB2017/050498

prophylaxis of a further (associated or underlying) disease or disorder, such as
inflammation. In other words, the disease or disorder characterised by vasoconstriction
may also have an inflammatory component, the treatment or prophylaxis of which may

also be achieved as part of the present invention.

As described herein, the present invention may be particularly suited to the treatment or
prophylaxis of conditions, such as inflammatory conditions, characterised by
vasoconstriction. For example, the present invention may be particularly suited to the

prophylaxis of such diseases and disorders.

The skilled person will understand that prophylaxis may be performed in a patient not
suffering from the relevant disorder (i.e. such that the relevant disorder does not
development). In particular, prophylaxis may be performed in a patient not suffering from
the relevant disorder (i.e. such that the relevant disorder does not development) but at risk

of developing (e.g. having previously had) the relevant disorder.

The skilled person will be able to identify patients (who may, in such instances, be
otherwise healthy) for whom prophylaxis of a disease or disorder will be required, such as
those at risk of developing the relevant disorder (e.g. patients who are have previously
been treated for that disorder but do not at that time have the disorder).

The skilled person will be able to perform the determination of whether a patient has the
relevant disorder or is at risk of developing the relevant disorder using techniques that are
routine in that art. For example, patients not having the relevant disorder may be patients
who are not experiencing associated symptoms (such as pain) at the time that prophylaxis

is performed.

Thus, in a particular embodiment, the treatment or prophylaxis (e.g. the prophylaxis) as
described herein is performed in a patient who is not experiencing pain (e.g. pain

associated with the relevant condition as defined herein).

For example, the treatment or prophylaxis (e.g. the prophylaxis) of Raynaud's
phenomenon as described herein (e.g. Raynaud’'s phenomenon associated with
inflammation, such as Raynaud’'s phenomenon associated with SLE or, particularly,
scleroderma) and conditions associated with Raynaud’s phenomenon (such as digital
ulcers) may be performed in a patient who is not experiencing pain (e.g. pain associated

with the relevant Raynaud’s phenomenon).
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In a particular embodiment, there is provided the prophylaxis of Raynaud’s phenomenon,
such as that resulting from scleroderma, and conditions associated with Raynaud’s

phenomenon (such as digital ulcers), or pulmonary arterial hypertension (PAH).

In a more particular embodiment, there is provided the prophylaxis of Raynaud's

phenomenon, such as that resulting from scleroderma.

In a further embodiment, there is provided the prophylaxis of digital ulcers, such as digital

ulcers associated with scleroderma and/or Raynaud’s phenomenon.

In a more particular embodiment, there is provided the prophylaxis of Raynaud's
phenomenon, such as that resulting from scleroderma, in a patient who is not experiencing

pain associated with the Raynaud’s phenomenon.

In a further embodiment, there is provided the prophylaxis of diabetic neuropathy, diabetic

retinopathy or diabetic ulcers (e.g. diabetic ulcers).

The skilled person will understand that prophylaxis of a particular disease or disorder may
be performed in combination with the treatment of another disease or disorder, with the
disease being treated being either unrelated to or an underlying (e.g. causative) factor of
the disease or disorder the prophylaxis of which is provided. For example, the prophylaxis
of digital ulcers may be achieve in combination with the treatment of Raynaud’s

phenomenon.

Further, the skilled person will understand that the present invention may be particularly
suited to the treatment of chronic conditions, such as chronic manifestations of those

diseases and disorders mentioned herein.

Thus, in particular embodiments there is provided the treatment of chronic scleroderma,
chronic Reynaud’s phenomenon (e.g. Reynaud’s phenomenon associated with chronic
scleroderma), chronic pulmonary arterial hypertension and chronic vascular complications
associated with diabetes mellitus (e.g. chronic diabetic retinopathy, chronic diabetic

neuropathy and chronic diabetic ulcers, such as chronic diabetic ulcers).
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As used herein, the skilled person will understand that references to chronic conditions will
refer to conditions that persist for an extended period of time (e.g. for at least three months,

such as at least at least six months).

For the avoidance of doubt, the skilled person will understand that both the treatment of
chronic conditions and the prophylaxis of conditions may be achieved through repeated
administration of the mPGES-1 inhibitor, such as may be achieved by daily (e.g. once ina
24 hour period) administration of a suitable dose and/or administration in a form that allows
for extended release of the active ingredient (e.g. release over a period of at least 12 hours,

such as at least 24 hours) from a suitable dosage form as known to those skilled in the art.

The skilled person will understand that treatment in accordance with the present invention
may further comprise (i.e. be combined with) further treatment(s) for the same condition(s).
In particular, such treatment may be combined with one or more other treatment for the
relevant disease or disorder (such as one or more other treatment for scleroderma,
Raynaud's phenomenon, pulmonary arterial hypertension and/or vascular complications
associated with diabetes mellitus, such as diabetic ulcers), as known to those skilled in the
art.

For example, the skilled person will understand that:

Raynaud's phenomenon may also be treated with vasodilators such as calcium channel
blockers, alpha blockers, serotonin receptor antagonists, angiotensin Il receptor inhibitors,
statins, locally acting nitrates or prostacyclins (such as iloprost), as known to those skilled
in the art; and

pulmonary arterial hypertension may also be treated with endothelin receptor antagonists,
phosphodiesterase 5 inhibitors (which agents may also be useful in the treatment of

erectile dysfunction) and prostanoids.

The skilled person will understand that compounds that are mPGES-1 inhibitors may be

administered in the form of pharmaceutical formulations.

In a second aspect of the invention, there is provided a pharmaceutical formulation
comprising a compound that is an mPGES-1 inhibitor, or a prodrug thereof, and optionally
one or more pharmaceutically acceptable excipient for use in the treatment or prophylaxis

of a disease or disorder characterised by vasoconstriction.
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In an alternative second aspect of the invention, there is provided a method of treating or
preventing a disease or disorder characterised by vasoconstriction comprising
administering to a patient in need thereof an effective amount of a pharmaceutical
formulation comprising a mPGES-1 inhibitor, or a prodrug thereof, and optionally one or

more pharmaceutically acceptable excipient.

The skilled person will understand that compounds that are mPGES-1 inhibitors, and
pharmaceutical formulations comprising the same, will normally be administered orally,
intravenously, subcutaneously, buccally, rectally, dermally, nasally, tracheally, bronchially,
sublingually, intranasally, topically, by any other parenteral route or via inhalation, in a

pharmaceutically acceptable dosage form.

In particular, compounds that are mPGES-1 inhibitors may be administered by way of
known pharmaceutical formulations (i.e. compositions suitable for use in medicine),
including tablets, capsules or elixirs for oral administration, suppositories for rectal
administration, sterile solutions or suspensions for parenteral or intramuscular

administration, and the like.

As used herein, the skilled person will understand that references to a pharmaceutically
acceptable excipient will include references to pharmaceutically acceptable adjuvants,

diluents and/or carriers, as known to those skilled in the art.

For the avoidance of doubt, it is contemplated that pharmaceutical formulations as
described herein may be administered in the form of tablets or capsules, e.g. time-release
capsules that are taken orally, or may be in a liquid form, and may be taken orally or by
injection. Such pharmaceutical formulations may also be in the form of suppositories, or,
creams, gels, and foams e.g. that can be applied to the skin. In addition, they may be in

the form of an inhalant that is applied nasally or via the lungs.

The skilled person will understand that mPGES-1 inhibitors as described herein, and
pharmaceutical formulations comprising the same, may act systemically and/or locally (i.e.

at a particular site).

Thus, pharmaceutical formulations as described herein may be administered orally,
intravenously, subcutaneously, buccally, rectally, dermally, nasally, tracheally, bronchially,
by any other parenteral route or via inhalation, in a pharmaceutically acceptable dosage

form.  Alternatively, particularly the mPGES-1 inhibitor is intended to act locally,
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compounds of the invention may be administered topically (in which case the

pharmaceutical formulation may be a formulation for topical administration).

Depending on, for example, the potency and physical characteristics of the active
ingredient (i.e. the mPGES-1 inhibitor), pharmaceutical formulations that may be
mentioned include those in which the active ingredient is present in at least 1% (or at least
10%, at least 30% or at least 50%) by weight. That is, the ratio of active ingredient to the
other components (i.e. the addition of adjuvant, diluent and carrier) of the pharmaceutical
composition is at least 1:99 (or at least 10:90, at least 30:70 or at least 50:50) by weight.

As described herein, compounds that are mPGES-1 inhibitors may also be combined with
one or more other (i.e. different) therapeutic agents that are useful in the treatment of the

relevant condition.

This, in a particular embodiment, the pharmaceutical formulation further comprises one or

more additional therapeutic agent.

In a particular embodiment, the pharmaceutical formulation further comprises one or more
additional therapeutic agent for the treatment or prophylaxis of a disease or disorder

characterised by vasoconstriction (as described herein).

For example, the pharmaceutical formulation may further comprise one or more additional
therapeutic agent for the treatment or prophylaxis of Raynaud’s phenomenon and/or

pulmonary arterial hypertension.

The skilled person will understand that pharmaceutical formulations comprising additional
therapeutic agents may be presented in the form of a single formulation (i.e. a formulation
comprising all of the relevant therapeutic agents) or as combination products that provide
for the administration of the mPGES-1 inhibitor in conjunction with the one or more
additional therapeutic agent as separate formulations (i.e. distinct formulations wherein at
least one of those formulations comprises the mPGES-1 inhibitor and at least one

comprises the other (additional) therapeutic agent.

As described herein, the present invention is based on the unexpected discovery that
mPGES-1 inhibitors, which are known to be useful in the treatment of inflammation, will
lack an inhibitory effect on the production of NO, which is known to cause vasorelaxation,

and so will be particular use in the treatment of diseases and disorders characterised by
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vasoconstriction. This is in contrast to treatment of conditions characterised by
vasoconstriction (in particular, conditions characterised by vasoconstriction having an
inflammatory component) using COX inhibitors (e.g. COX-2 inhibitors), which have been
found to inhibit production of NO and therefore are thought to exacerbate vasoconstriction.

Without wishing to be bound by theory, it is thought that inhibition of COX-2 leads to
increased production of asymmetric dimethylarginine (ADMA), which is a naturally
occurring inhibitor of eNOS. Inhibition of eNOS leads to lower levels of NO, which in turns
leads to vasoconstriction. In contrast, it has now been found that mPGES-1 inhibitors
surprisingly do not cause production of ADMA, thus allowing for increased activity of eNOS
resulting in increased levels of NO, which in turn results in lower levels of vasoconstriction

by relaxation of vessels.

Figures

Figures 1 to 6 show results obtained from the experiments described in Examples 1 and 2

herein below.

Figure 1 shows the effects of COX-2 inhibition using parecoxib and deletion of MPGES-1
on plasma levels of ADMA in mice (* shows p<0.05 by one-way ANOVA with Dunnett’s
post-hoc test).

Figure 2 shows the effects of COX-2 inhibition using parecoxib and deletion of mMPGES-1
on the expression of genes responsible for synthesis of ADMA (Prmt1) in mice (* shows
p<0.05 by one sample t-test).

Figure 3 shows the effects of COX-2 inhibition using parecoxib and deletion of MPGES-1
on the expression of genes responsible for degradation of ADMA (Agxt2) in mice (* shows

p<0.05 by one sample t-test).

Figure 4 shows that, in mPGES-1 deficient mice, deletion of mPGES-1 significantly
improved the eNOS driven dilator response to acetyicholine in aorta (* shows p<0.05 by
two-way ANOVA).

Figure 5 shows that the effect observed in Figure 4 was not mediated by an increased
sensitivity of the vessels to NO, as responses to the exogenous NO donor, sodium

nitroprusside, were not altered (* shows p<0.05 by two-way ANOVA).
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Figure 6 shows that the effect observed in Figure 4 was not mediated by changes in
contractility since responses to U46619 (a thromboxane mimetic) were not different
between wild-type and mPGES-1 deficient mice (* shows p<0.05 by two-way ANOVA).

Examples

The present invention will now be illustrated by way of the following examples.

General Experimental Methods

Animals

Experiments were performed on male and female mPGES-17 and their wild-type mPGES-
1** littermate mice at 6-8 weeks of age. Mice were generated on a DBA/1J background
and had a deletion in the Plges gene by breeding heterozygous littermates and
experimental animals and controls identified by genomic PCR as previously described (see
Trebino, C. E. et al., Proc Natl Acad Sci U S A., 100, (2003) 9044-9049). All mice were
housed with a 12h light/dark cycle in a climate-controlled environment, and were fed with
standard rodent chow with water ad IibitUm. All mice experiments were conducted in line
with EU directive 2010/63/EU and according to guidelines from the Swedish Veterinary
board the Guide for the Care and Use of Laboratory Animals published by the US National
Institutes of Health (NIH Publication No. 85-23, revised 1996). Studies were sanctioned by
the Karolinska Institute ethics committee (dnr. N86_13 and N364_11), the Shantou
University Institutional Animal Research and Use Committee and/or the Imperial College
London Ethical Review Panel (PPL 70/7013 and 70/8422). Where indicated, wild-type
(mPGES-1*") mice were treated with the selective COX-2 inhibitor, parecoxib (100mg/kg;
Pfizer, USA) added to their drinking water for 5 days prior to tissue collection as we have
done before (see Ahmetaj-Shala, B. et al,, Circulation, 131, 633-642 (2015)).

Circulating mediators

Mice were killed by CO: narcosis, and blood collected from the inferior vena cava into
heparin (10U/ml final; Leo Laboratories, UK). Plasma was separated by centrifugation for
the following circulating mediators measured by immunoassay: ADMA (DLD Diagnostika,
Germany), PGE; (Cisbio Bioassays, France).

PG release
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PG release ex vivo was measured as previously described (see Kirkby, N. S. et al., Proc
Nat! Acad Sci U S A., 109:17597-602 (2012); and Kirkby, N. S. Et al., PLoS One, 8, 69524
(2013)). Briefly, segments of aorta (2mm length; cleaned of peri-adventitial material), renal
medulla (2x2x2mm) or renal cortex (2x2x2mm) were removed from experimental animals
and placed in wells of microtitre plates containing DMEM media (Sigma, UK) and Ca?*
ionophore A23187 (30uM; Sigma, UK) or acetylcholine (10uM; Sigma, UK).

Gene expression

RNA was isolated from renal medulla homogenates using a magnetic silica-bead isolation
kit (Life Technologies, UK) and converted to cDNA using reverse transcriptase (Thermo
Fisher Scientific, UK) with oligo(dT) primers (Life Technologies, UK). Gene expression
levels were determined using TagMan hydrolysis probes (Life Technologies, UK)
recognising Prmt1 (probe 1D: Mm00480133_m1 or Agxt2 (probe ID: Mm01304088_m1).
Data were normalised to expression of the housekeeping genes 18S (probe ID:
Mm03928990 g1) and Gapdh (probe ID: Mm99999915_g1) and relative expression

compared using the comparative Ct method.

Vascular function

Mouse aorta was isolated, cleaned of peri-advential material and divided into 2mm rings.
These were loaded into organ baths of a Malveny-Halpern wire myography (DMT,
Denmark) containing Krebs buffer (composition: 120mM NaCl;, 4.7mM KCI; 1.2mM
MgSOs; 1.2mM KHzPO4; 25mM NaHCOs; 0.03mM EDTA; 5.5mM D-glucose) at 37°C.
Vessel responses were recording via a force transducer connected to a digital signal
acquisition system (AD Instruments, UK). Resting tension was gradually applied to model
a transmural pressure of 13.3kPa. Vessel responsiveness was refreshed and assessed
by application of three consecutive challenges with 125 mM KCI with washing with Krebs
buffer in between. Concentration-response curves where then recorded in response to
the thromboxane mimetic, U46619 (1-300nM; Cayman Chemical, USA), acetylcholine
(1nM-30uM; Sigma, UK) and sodium nitroprusside (1nM-30uM; Sigma UK). Responses
to dilator agents (acetylcholine and sodium nitroprusside) were determined after pre-
contraction of vessels with an ECso concentration of U46619 and changes in force
normalised to the pre-existing tension present immediately before addition the first

concentration of dilator agent.

Statistics and data analysis
Data were analysed using Prism 6.0 software (Graphpad software, USA) and are

presented as mean t standard error for ‘'n’ number of animals. Where duplicate
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measurements were made on tissue from the same animals, values were averaged and
considered as n=1. Data were compared using Student’s unpaired t-test, one sample t-
test, one-way or two-away ANOVA with Dunnett’'s post-hoc test as indicated in individual

figure legends. Differences were considered significant if p<0.05.

Example 1

The effect on vasoconstriction of deletion of mMPGES-1 was compared to that resulting
from inhibition of COX-2 through investigation of their effects on levels of asymmetric
dimethylarginine (ADMA), which is a naturally occurring inhibitor of eNOS.

In accordance with the general experimental methods described above, it was found that

in mice:

COX-2 inhibition using parecoxib increased levels of ADMA whereas deletion of mMPGES-

1 had no significant effect (as shown in Figure 1);

COX-2 inhibition using parecoxib increased expression of genes responsible for synthesis
of ADMA (Prmt1) whereas deletion of mMPGES-1 had no significant effect on expression of
these genes (see Figure 2); and

COX-2 inhibition using parecoxib increased expression of genes responsible for

degradation of ADMA (Agxt2) whereas deletion of mMPGES-1 again had no significant

effect on expression of these genes (see Figure 3).

Example 2

The effect of mMPGES-1 deletion on eNOS-dependent vasodilator responses induced by

acetylcholine was examined.

It was found that, in contrast to the effect previously seen in COX-2 deficient mice
(Ahmetaj-Shala, B. et al., Circulation, 131(7), 633-42 (2015)), deletion of mPGES-1
significantly improved the eNOS driven vasodilator response to acetyicholine in aorta (as

shown in Figure 4).

Further, it was shown that this effect was not mediated by either:
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an increased sensitivity of the vessels to NO, as vasodilator responses to the
exogenous NO donor, sodium nitroprusside, were not altered between wild-type and

mMmPGES-1 deficient mice (see Figure 5); or

changes in contractility, since contraction force responses to U46619 were not

different between wild-type and mPGES-1 deficient mice (see Figure 6).

Throughout the specification and claims, unless the context requires otherwise, the
word “comprise” or variations such as “comprises” or “comprising”, will be understood
to imply the inclusion of a stated integer or group of integers but not the exclusion of

any other integer or group of integers.
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Claims

1. A compound that is an mPGES-1 inhibitor, when used in the treatment or
prophylaxis of a disease or disorder characterised by vasoconstriction resulting from
inflammation, wherein the disease or disorder is Raynaud’s phenomenon, digital ulcers or

pulmonary arterial hypertension (PAH).

2. The compound when used according to claim 1, wherein the disease or disorder

is resulting from scleroderma.

3. The compound according to claim 1 or 2, when used in the prophylaxis of digital
ulcers.
4. The compound according to claim 1 or 2, when used in the treatment or prophylaxis

of Raynaud’s phenomenon or pulmonary arterial hypertension (PAH).

5. The compound when used according to any one of claims 1 to 4, wherein the

mPGES-1 inhibitor is selected from the compounds described in Groups A to E below:

Group A
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Group C

(R)-1-(5,6-dichloro-1-{quinolin-2-y1)-1H-benzo[dimidazol-2-vI}-N-{tetrahydrofuran-3-

yl)piperidine-4-carboxamide;

(R)-1-(5-chloro-6-methyl-1-{quinolin-2-y1)}-1H-benzo[dJimidazol-2-y1)-N-{tetrahydrofuran-3-

ylipiperidine-4-carboxamide;

(R)-1-{6-chlora-5-methyl-1-(quinolin-2-y1)-1/{-benzo[dimidazol-2-y1)-N-{tetrahydrofuran-3-

yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(6-chloroquinolin-2-yl)- 1 H-benzo[d]imidazol-2-y1)-N-(tetrahy drofuran-3-

ylipiperidine-4-carboxamide;

2017222406 28 Apr 2022

(R)-1-(1-(6-chloroquinolin-2-y1)-5,6-dimethyl-1 H-benzo[d]imidazol-2-y1)-N-(tetrahydrofuran-3-

ylpiperidine-4-carboxamide;

(R)=1-(5,6-dichloro-1-{d-methylquinolin-2-y1)- 1 H-benzo[d]imidazol-2-y1)-V-(tetrahydrofuran-3-

yl)piperidine-4-carboxamide;

{R)-1-(5-chloro-1-{6-chloroquinalin-2-v1}-6-methyl- L H-benzo| dlimidazol-2-y1)-N-
(tetrahvdrofuran-3-ylpiperidine-d-carboxamide;
{R)-1-{6-chloro-1-(6-chloroquinolin-2-yl}-5-methyl- 1 H-benzo[d]imidazol-2-y1)-N-

(tetrahydroturan-3-yl)piperidine-4-carboxamide;

{(R)-1-(5,6-dichlore-1-(6-fluoroquinelin-2-yl)- 1 H-benzo[]imidazol-2-yI)-A-(tetrahy drofuran-3-
yl}piperidine-4-carboxamide;

{1)-1-(5-chloro-1-(6-fluoroguinolin-2-yl}-6-methyl-1 H-benzo[dimidazol-2-y1)--

{tetrahvdrofuran-3-yl)piperidine-4-carboxamide;

{11)-1-(6-chloro-1-(6-fluorequinolin-2-yl)-5-methyl-1/{-benzo|dimidazol-2-y1)-/V-

{tetrahydrofuran-3-yl)piperidine-4-carboxamide;

(1)-1-(5,6-dichloro- 1-(8-Nluoroquinolin-2-yl)- | H-benzo[dumidazol-2-y1)-MN-{tetrahy drofuran-3-

ylpiperidine-4-carboxamide; and

(R)-1-(5,6-dichloro- 1-{isoquinolin-3-yl)-1H-benzo[d[imidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

5 GroupD
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N-cyclopentyl-1-{ 1-ethyl-5,6-dimethyl- 1 F-benzo[d]imidazol-2-v1)piperidine-4-carboxamide;
N-cyclopentyl-1-(5,6-dimethyl-1-propyl-1 H-benzo[dJimidazol-2-yl)piperidine-d-carboxamide;
1-( 1-butyl-5,6-dimethyl- 1 H-benzo[d|imidazol-2-v1)}-N-cyclopentylpiperidine-4-carboxamide;
N-cyclopentyl-1-( 1-heptyl-5,6-dimethyl- 1 H-benzo[d]imidazo - 2-y1piperidine-4-carboxamide;
N-cyclopentyl-1-(3,6-dimethyl-1-octyl- 1 H-benzo[d]limidazol-2-yl)piperidine-4-carboxamide:
N-cyclopentyl-1-(5,6-dimethyl-1-pentyl-14-benzo[d]imidazol-2-yl)piperidine-4-carboxamide;
N-cyclopentyl-1-(1-hexyl-5,6-dimethyl-1H-benzo[d [imidazol-2-yl)piperidine-4-carboxamide;
N-cvelopentyl-1-(5,6-dimethyl-1-(pyridin-2-ylmethyl)- | H-benzo|d]imidazol-2-yl}piperidine-4-
carboxamide;

N-cyclopentyl-1-( 1-isopropyl-3,6-dimethyl-1 H-benzo[d Jimidazol-2-yDpiperidine-4-
carboxamide;
N-cyclopentyl-1-(1-(2-(dicthylamino)ethyl)-5,6-dichloro-1H-benzo[d|imidazol-2-yl)piperidine-
d-carboxamide;
N-cyclopentyl-1-(3,6-dichloro-1-(pyridin-4-ylmethyl)-1H-benzo[d]imidazol-2-yl)piperidine-4-
carboxamide;
N-cyclopentyl-1-(5,6-dichloro-1-(pyridin-3-ylmethyl)- 1 H-benzo[ d Jimidazol-2-vDpiperidine-4-
carboxamide;

N-cyelopentyl-1-(5,6-dichloro-1-(pyridin-2-ylmethyl)-1 H-benzo[dJimidazol-2-y])piperidine-4-
carboxamide;
1-(1-sec-butyl-5,6-dichloro-1H-benzo[d]imidazol-2-yl)-N-cyclopentylpiperiding-4-carboxamide;
N-cyclopentyl-1-(5,6-dichloro-1-(pentan-3-yl}-1/{-benzo[d |imidazol-2-yl)piperiding-4-
carboxamide;
N-cyelopentyl-1-(5,6-dichloro-1-cyclobutyl-1-benzo[d|imidazol-2 -y Dpiperidine-4-
carboxamide;

N-cyelopentyl-1-( 3,6-dichloro-1-( 1-phenylethyl)- 1 H-benzo[dimidazol-2-y])piperidine-4-
carboxamide;
N-cyclopentyl-1-(5,6-dichloro-1-methyl-1H-benzo[d]imidazol-2-ypiperidine-4-carboxamide;
N-cyclopentyl-1-(5,6-dichloro-1-ethyl-1/{-benzo| d Jimidazal-2-yl)piperidine-4-carboxamide;
N-cveclopentyl-1-(5,6-dichloro-1-isopropyl-1/-benzo| d [imidazol-2-yl)piperidine-4-carboxamide,
N-cyelopentyl-1-(5,6-dichloro-1-(4-fluorobenzy )-1 H-benzo|dJimidazol-2-yl)piperidine-4-

carboxamide;
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N-cyclopentyl-1-(1-(3,5-difluorobenzyl)-5,6-dimethyl-1H-benzo[dJimidazol-2-yl)piperidine-4-
carboxamide;

methyl 4-((2-(4-(cyclopentylcarbamoypiperidin- 1-v1)-5,6-dimethyl- 1 H-benzo[d jimidazol-1-
vl imethyl)benzoate,

N-cyclopentyl-1-(5,6-dimethyl-1 -((2-methylthiazol-d-vl)ymethyl)- 1 H-benzo[d | imidazol-2-
yl)piperidine-4-carboxamide;

N-cyelopentyl-1-(5,6-dichloro-1-phenyl- 1 H-benzo[d]imidazol-2-yl)piperidine-4-carboxamide:
N-cyclopropyl-1-(5.6-dichloro-1-isopropyl- 1H-benzo[d|imidazol-2-yl)piperidine-4-
carboxamide;

N-cyclobutyl-1-(5,6-dichloro-1-isopropyl- 1 H-benzo[d|imidazol-2-yl)piperidine-4-carboxamide;
1-(5,6-dichloro- 1-isopropyl-1 H-benzo[d)imidazol-2-y1)-N-propylpiperidine-d-carboxamide;
1-(5,6-dichloro-1-isopropyl- 1 H-benzo[d]imidazal-2-y1)}-N-( 2-methoxyethylipiperidine-4-
carboxamide;

1-(5,6-dichloro- 1-isopropyl- 1 H-benzo[d]imidazol-2-vl)-N-(isopropoxymethyl)piperidine-4-
carboxamide;

1-(5,6-dichloro- 1-isopropyl- | H-benzo[d|imidazol-2-yl}-N-(tetrahydrofuran-3-yl)piperiding-4-
carboxamide;
N-(cyclohexylmethyl)-1-(5,6-dichloro-1-isopropyl-1#-benzo[d]imidazol-2-yl)piperidine-4-
carboxamide;

1-(5,6-dichloro- 1-isopropyl-1 A-benzo[dimidazol-2-y1)-N-((tetrahydro-2 H-pyran-4-
ylimethyl)piperidine-4-carboxamide;

N-butyl-1-(5.6-dichloro-1-isopropyl-1 H-benzo[d Jimidazol-2-yl)piperidine-4-carboxamide;
N-(cyclopentylmethyl)-1-(5.6-dichloro-1-isopropyl- 1 H-benzo[d|imidazol-2-yl)piperidine-4-
carboxamide;
A-cyclopentyl-1-(1-((6-fluoropyridin-3-ylymethyl)-3,6-dimethyl-1/{-benzo| d imidazol-2-
ylipiperidine-4-carboxamide;

1-{ 1-{4-cyanobenzyl)-5.6-dimethyl- | H-benzo[d imidazol-2- y1)-N-cyclopentylpiperidine-4-
carboxamide;

N-cyelopentyl-1-{ 1-{eyclopropylmethyl)-3,6-dimethyl- 1 A-benzo[d]imidazol-2-ypiperidine-4-
carboxamide;

N-cyclopentyl-1-(5,6-dimethyl-1-((tetrahydrofuran-2-yl)methyl)-1/{-benzo|d Jimidazo|-2-
yl)piperidine-4-carboxamide;

1= 1={d=( 1 H-1,2 d=triazol-1-yl)benzyl)-3,6-dimethyl-1 H-benzo[d[imidazol-2-y1)-N-

cyclopentylpiperidine-4-carboxamide;
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1-( 1-cyclobutyl-5.6-dimethyl- | H-benzo[d]imidazol-2-y1}-N-cyclopentylpiperidine-4-
carboxamide;

1-( 1-{4-bromobenzyl)-3,6-dimethyl- 1 H-benzo[d ) imidazol-2-yl1)-N-cyclopentylpiperidine-4-
carboxamide;

Necvclopentyl-1-(5,6-dimethyl-1-{4-(methylcarbamoyl)benzyl)- LH-benzo[d)imidazol-2-

vl )piperidine-4-carboxamide;
N-cyclopentyl-1-(1-{4-(dimethylcarbamoylbenzyl)-5,6-dimethyl- 1 H-benzo[dJimidazol-2-
yl)piperidine-4-carboxamide;

1-(1-{4-carbamoylbenzyl)-3.6-dimethyl-1 H-benzo[dJimidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

M-gyelopentyl-1-(5,6-dimethyl-1-(4-(methylsulfonylcarbamoylbenzyl)- LH-benzo[ d]imidazol-2-

yl)piperidine-4-carboxamide,

2017222406 28 Apr 2022

1-( I-cyclobutyl-3,6-dimethyl- | H-benzo|d [imidazol-2-yl)-N-(tetrahydrofuran-3-y)piperidine-4-
carboxamide:

1-( 1-(4-fluorobenzyl})-5.6-dimethyl-1 H-benzo[dimidazol-2-yl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1-(5-chloro-1-cyclobutyl-6-methyl-1 H-benzo[d [imidazol-2-y1)-N-cyclopentyl-piperidine-4-
carboxamide;

1-(6-chloro-1-cyclobutyl-3-methyl- 1 H-benza[d imidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

N-cyelopentyl-1-(3,6-dichloro-1-cyclopentyl- | H-benzo[d imidazol-2-yDpiperidine-4-
carboxamide;
1-(1-(4-bromobenzyl)-5,6-dichloro-1H-benzo[d]imidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;
N-cyclopentyl-1-{5,6-dichloro-1-((6-fluoropyridin-3-yl)ymethyl)-1/{-benzo| d jimidazol-2-
yl)piperidine-4-carboxamide,

MN-cyelopentyl-1-(3,6-dichloro- 1 -(4-cyanobenzyl)-1 H-benzo[dJimidazol-2-yl)piperidine-4-
carboxamide;

MN-cyelopentyl-1-(5,6-dichloro-1-(ecyclopropylmethyl}- 1 H-benzo[d Jimidazol-2-ypiperidine-4-
carboxamide;

N-cyclopentyl-1-(3,6-dichloro- 1 -((tetrahydrofuran-2-ylymethyl)-1//-benzo|d Jimidazol-2-
yl)piperidine-4-carboxamide,

Mcyclopentyl-1-(3,6-dichloro-1 -((tetrahydro-2H-pyran-4-ylymethyl }-1 H-benzo| d[imidazol-2-

vl piperidine-4-carboxamide;
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N-cyelopentyl-1-(5,6-dichloro- 1-(4-(methylcarbamoyl)benzyl)- 1 H-benzo[d]imidazol-2-
yl)piperidine-4-carboxamide;

N-cvelopentyl-1-(3,6-dichloro- 1 -(4-(dimethylcarbamoylbenzyl)- L H-benzo|d)imidazol-2-
yl)piperiding-4-carboxamide;

1-{ 1-{d-carbamoylbenzyl)-3,6-dichloro- | H-benzo|d |imidazol-2-y1)-N-cyclopentylpiperidine-4-
carboxamide;

N-cyelopentyl-1-{1-cyclopentyl-5.6-dimethyl-1H-benzo[ d]imidazol-2- yl)piperidine-4-
carboxamide;

1-(1-{4-chlorobenzyl)-5,6-dimethyl- 1 H-benzo[d limidazol-2-y1)-N-cyclopentylpiperidine-4-
carboxamide;

1-{ 1-{4-( 1 A-tetrazol-3-ylibenzyl)-5.6-dichloro- | H-benzo[ dJimidazol-2-vl)-N-

cyclopentylpiperidine-4-carboxamide;
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N-cyclopentyl-1-(5,6-dichloro- 1 -{4-(methylsulfonylcarbamoyl Jbenzyl )- 1 H-benzo[ d)imidazol-2-
ylipiperidine-4-carboxamide:

N-butyl-1-(5.6-dichloro- 1 -cyclobutyl-1 H-benzo[d]imidazol-2-y])piperidine-4-carboxamide;
N-butyl-1-(3,6-dichloro- I -pentyl-1 H-benzo[d|imidazol-2-yl)piperidine-4-carboxamide;
N-butyl-1-(5,6-dichloro-1-(4-fluprobenzyl)}-1H-benzo[dlimidazol-2-yl)piperidine-4-
carboxamide;

N-butyl-1-(5,6-dichloro- [ <{{ 6-fluoropyridin-3-ylymethyl)- | F-benzo[dimidazol-2-y]piperidine-
4-carboxamide;

1-(5,6-dichloro-1-cyclobutyl-1 H-benzo[dimidazol-2-v1)-N-(tetrahydrofuran-3-ylpiperidine-4-
carboxarmide;
1-(5,6-dichloro-1-pentyl-1H-benzo[d|imidazol-2-yl)-N-(tetrahydrofuran-3-yl)piperidine-4-
carboxamide;

1-(5,6-dichloro-1-(4-cyanobenzyl)-1/-benzo| d |imidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1-(5,6-dichloro-1-{cyclopropylmethyl)- 1 H-benzo[dJimidazol-2-y1)- N-(tetrah ydrofuran-3-
ylipiperidine-4-carboxamide:

1-(5,6-dichloro-1-{(6-fluoropyridin-3-yymethyD)-1 H-benzo[d Jimidazol-2 -y )-N-(tetrahydrofuran-
3-yl)piperidine-4-carboxamide;
N-cyelopentyl-1-{5,6-dimethyl-1-((tetrahydro-2/-pyran-4-ylymethyl)-1/-benzo| d Jimidazo|-2-
ylpiperidine-4-carboxamide;
1-(5,6-dichloro-1-cyclopentyl-1H-benzo|dJimidazol-2-y1)-N-(tetrahydrofuran-3-yl)piperidine-4-

carboxamide;

114



2017222406 28 Apr 2022

1-( 1-{4-bromobenzyl)-3.6-dichloro- 1 H-benzo[d]imidazol-2-yl}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide:

N-cyclopentyl-1-(5,6-dimethyl-1-phenyl- 1 H-benzo[d]imidazol-2-y1)piperidine-4-carboxamide;
1= 1={d=( 1 H-tetrazol-3-ylybenzyl)-3,6-dimethyl- L H-benzo[d | imidazol-2-y1)-N-
cyclopentylpiperidine-d-carboxamide;

1-(5,6-dichloro- 1-(4-fluorobenzyl)- 1 H-benzo[dJimidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1-( 1-{4-(1H- 1.2 d-triazol- 1 -yl benzyl)-5,6-dichloro- | H-benzo[d Jimidazo - 2-y1)-N-
cyclopentylpiperidine-4-carboxamide;

N-cyclopentyl-1-(5,6-dichloro-1-(2-methoxyethyl)- 1 H-benzo[d]imidazol-2-yl)piperidine-4-
carboxamide;

N-cyclopentyl-1-( 1-(4-fluorophenyl)-35,6-dimethyl- 1 H-benzo[d]imidazol-2-yDpiperidine-4-
carboxamide;

1-{ 1-{cyclobutylmethyl)-5,6-dimethyl-1 H-benzo|dJimidazol-2-yl)-N-cyclopentylpiperiding-d-
carboxamide;

N-cyclopentyl-1-(5,6-dimethyl-1-(prop-2-ynyl)- 1 H-benzo[d]|imidazol-2-yl)piperidine-4-
carboxamide;

N-cyclopentyl-1-{ 1-(2-ethylbutyl)-5.6-dimethyl-1 /-benzo[d]imidazol-2-yl)piperidine-4-
carboxamide,

N-cyclopentyl-1-(3,6-dimethyl- 1 -neopentyl- | H-benzo[ dJimidazol-2-y1)piperiding-4-
carboxamide;

1-(1-cyclohexyl-5,6-dimethyl-1 H-benzo[d]limidazol-2-yl)-N-cyclopentyIpiperidine-4-
carboxamide;
1-(1-sec-butyl-3,6-dimethyl-1/-benzo[d|imidazol-2-yl)-N-cyclopentyl-piperidine-4-
carboxamide;

N-cyclopentyl-1-(5,6-dichloro-1-(2-hydroxyethyl)- 1 H-benzo|d |imidazol-2-yl piperidine-4-
carboxamide;

N-cyclopentyl-1-(1,5,6-trimethyl- 1 H-benzo[d Jimidazol-2-ypiperidine-4-carboxamide;
M-cyclopentyl-1-{ 1-isobutyl-3,6-dimethyl- | H-benzo[d]imidazol-2-ypiperidine-4-carboxamide;
1-{ 1-benzyl-5,6-dimethyl-1H-benzo[d]imidazol-2-yl)-N-cyclopentylpiperidine-4-carboxamide;
N-cyclopentyl-1-(1-(2-methoxyethyl)-5,6-dimethy|-1 H-benzo|d Jimidazol-2-y| piperidine-4-
carboxamide;

A-cyclopentyl-1-(1-(4-fluorobenzyl)-5,6-dimethyl- 1 H-benzo|d imidazol-2-ypiperidine-4-

carboxamide;
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1-( 5-chloro-1-cyclobutyl-6-fluoro- 1 H-benzo[dJimidazol-2-y1)-N-cyclopentylpiperidine-4-
carboxamide;

1-(6-chloro-1-cyclobutyl-3-fluoro- 1 F-benzo| d]imidazol-2-v1)-N-cyclopentylpiperidine-4-
carboxamide:

N-cvelopentyl-1-(5,6-dimethyl- 1 -(pentan-2-y1)- L -benzo[ d limidazol-2-y1)piperidine-4-
carboxamide;

N-butyl-1-(1-cyclobutyl-5,6-dimethyl- 1 i-benzo[d]imidazol-2-y| jpiperidine-4-carboxamide:
N-butyl-1-(1-isopropyl-5,6-dimethyl- 1 H-benzo[d]imidazol-2-yl)piperidine-4-carboxamide;
N-butyl-1-(5,6-dimethyl- 1-pentyl-1 H-benzo[d[imidazol-2-yl)piperidine-4-carboxamide;
N-butyl-1-(1-((6-fluoropyridin-3-yl)methyl)-3,6-dimethyl- 1 H-benzo[d]imidazol-2-yl)piperidine-
d-carboxamide;

N-butyl-1-(1-(4-fluorobenzyl)-5.6-dimethyl- 1 H-benzo[d]imidazol-2-yDpiperidine-4-
carboxamide;

N-benzyl-1-( 1-isopropyl-3,6-dimethyl-1 H-benzo[d imidazal-2-y1 jpiperidine-4-carboxamide;
N-{4-fluorobenzyl)-1-(1-isopropyl-5,6-dimethyl- 1 H-benzo[d]imidazol-2-yl)piperidine-4-
carboxamide;

N-(3-isopropoxypropyl }-1-( 1-isopropyl-3,6-dimethyl-1H-benzo[ d imidazo|-2-ypiperidine-4-
carboxamide;

N-(3,3-dimethyTbutyl)-1-( I -isopropyl-3,6-dimethyl- 1 H-benzo[d]imidazol-2-ypiperidine-4-
carboxamide;

N-(4-bromobenzyl)-1-( 1 -isopropyl-5,6-dimethyl- 1 H-benzo[d]imidazol-2- vl piperidine-4-
carboxamide;

N-cyclohexyl-1-(1-isopropyl-3,6-dimethyl-1H-benzo[d |imidazol-2-yl)piperidine-4-carboxamide;
N-(4-cyanobenzyl)-1-( 1-isopropyl-3,6-dimethyl-1 H-benzo[d |imidazol-2-y)piperidine-4-
carboxamide;

(5)-1-(5,6-dimethyl-1-p-tolyl-1/-benzo| d imidazol-2-y1)-N-(tetrahydrofuran-3-ylpiperiding-4-
carboxamide;

4-{(2-{4-(cyclopentylcarbamoypiperidin-1-yl})-3,6-dimethyl- 1 H-benzo[d]imidazol-1 -
ylimethyl)benzoic acid
1-{1-isopropyl-5,6-dimethyl-1H-benzo[d]imidazo|-2-yl)-N-(thiazo-2-ylmethy ! )piperidine-4-
carboxamide;

1-(5,6-dichloro-1-isopropyl-1//-benzo|d|imidazol-2-yl}-N-(thiazol-2-ylmethyl )piperidine-4-
carboxamide;

N-(4-(1 H-tetrazol-3-yDbenzyl)-1-( 1 -isopropyl-5,6-dimethyl-1 H-benzo[d |imidazol-2-
ylipiperidine-4-carboxamide;
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N-cyelopentyl-1-(5,6-dimethyl-1-(pentan-3-y1)- 1 H-benzo[d Jimidazo l-2-yl)piperidine-4-
carboxamide;

1-(5,6-dimethyl-1-phenyl-1H-benzo[d imidazol-2-vl}-N-{tetrahydrofuran-3-vlpiperidine-4-
carboxamide;

N-cyvelopentyl-1-(5,6-dichloro-1 -(4-fluorophenyl)- 1 H-benzo[d Jimidazol-2-y1)piperiding-4-
carboxamide;
1-(1-(4-bromophenyl)-5,6-dichloro-1H-benzo[d]imidazol-2-yl)-N-(tetrahydrofuran-3-
ylpiperidine-4-carboxamide;

1-(1-(4-fluorophenyl)-35.6-dimethyl- 1 H-benzo[dJimidazol-2-y1)}-N-(tetruhydrofuran-3-
yl)piperidine-4-carboxamide;

1-{ 1-{3-fluorophenyl}-3,6-dimethyl- 1 H-benzo| d]imidazol-2-yl }-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1-{1-({3,5-difluorophenyl)-3,6-dimethyl- 1 H-benzo|dJimidazol-2-yl)-N-(tetrahydrofuran-3-
vl)piperidine-4-carboxamide;

1-(1-{4-chlorophenyl)-5.6-dimethyl- 1 H-benzo[d |imidazol-2-yl)-N-{tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1-(5,6-dimethyl-1-(4-(trifluoromethyl)phenyl)- 1 H-benzo[d Jimidazol-2-yl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1 1-(3,5-dimethylphenyl}-5,6-dimethyl- 1 H-benzo[d|imidazol-2-y1)-N-(tetrahydrofuran-3-
ylpiperiding-4-carboxamide;

1{5,6-dimethyl-1-(naphthalen-2-v1)-1 H-benzo[d]imidazol-2-yl }-N-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

1-(1-(benzo[d][ 1,3 ]dioxol-3-y1)-5.6-dimethyl- 1 H-benzo[d imidazol-2-yl)-N-(tetrahydrofuran-3-
yl)piperiding-4-carboxamide;
1-(5,6-dichloro-1-(3-methoxyphenyl)-1/{-benzo|d|imidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1-{1-(benzo[d][1.3]dioxol-3-y])-5.6-dichlora- | H-benzo[d imidazol-2-y1}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1-(5,6-dichloro-1-(4-cyvanophenyl)-1 H-benzo[d Jimidazol-2-y1)-N-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide:
N-cyclopentyl-1-(5,6-dimethyl-1-m-tolyl-1//-benzo[d]imidazol-2-yl)piperidine-4-carboxamide;
N-cyclopentyl-1-{ 1 -{ 3. 4-dimethylphenyl)-5,6-dimethyl-1 H-benzo|d |imidazol-2-y| jpiperidine-4-
carboxamide;

N-cyelopentyl-1-{ 1-(4-Mluoro-3-methylphenyl)-3.6-dimethyl- 1 H-benzo[d]imidazol-2-

ylipiperidine-4-carboxamide;
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N-cyclopentyl-1-(1-(4-ethylphenyl}-5,6-dimethyl- 1 H-benzo[d]imidazol-2-yl)piperidine-4-
carboxamide;

N-cyclopentyl-1-(1-{4-isopropylphenyl)-3,6-dimethyl-1 H-benzo|d]imidazol-2-ylipiperiding-4-
carboxamide;

N-cyclopentyl-1-(5,6-dimethyl-1-{quinolin-6-y1)-1 H-benzo[dJimidazol-2-yl)piperidine-4-
carboxamide;

N-cyclopentyl-1-(5,6-dimethyl- 1 -(quinoxalin-6-yl)- 1 H-benzo[d]imidazol-2-yl)piperidine-4-
carboxamide;

1-(5,6-dichloro-1-(4-(methylcarbamoyl)phenyl)- 1 H-benzo[d[imidazol-2-y1}-N-(tetrahydrofuran-
3-yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(3-methoxyphenyl)- | H-benzo[dJimidazol-2-yl)-N-(tetrahydrofuran-3-

yl)piperidine-4-carboxamide;
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N-cyclopentyl-1-{5,6-dichloro-1-(pyridin-3-y1)- | H-benzo[d fimidazol-2-y1)piperidine-4-
carboxamide;

N-cyclopentyl-1-(5,6-dichloro-1-(pyridin-3-yl)-1 H-benzo[d Jimidazol-2-yl)piperidine-4-
carboxamide;

N-cyclopentyl-1-(5,6-dichloro-1-(6-methoxypyridin-2-yl}- 1 H-benzo| d |imidazol-2-yl)piperidine-
d-carboxamide,

N-cyclopentyl-1-(5,6-dichloro-1-(4-cyanophenyl)- 1 H-benzo[d Jimidazol-2-v)piperidine-d-
carboxamide;

{R)-1-(5.6-dichlora- 1-(4-fluorophenyl )- 1 H-benzo[d Jimidazol-2-y1)-N-(tetrahyvdrofuran-3-
ylipiperidine-4-carboxamide;

(R)-1-(5,6-dichlora-1-(3-fluorophenyl)- 1 H-benzo[d |imidazal-2-y1)-N-(tetrahydrofuran-3-
yl)piperiding-4-carboxamide;

(R)-1-(5,6-dichloro-1-(4-methoxyphenyl)-1/{-benzo|d Jimidazol-2-yl)- N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(1-(4-tert-butylphenyl}-3,6-dichloro- | H-benzo[d[imidazol-2-v1)-N-{tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(4-(trifluoromethoxyphenyl)- 1 H-benzo[d Jimidazol-2-y[)-/V-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;

1-(5,6-dichloro-1-phenyl- 1/{-benzo| d|imidazol-2-yl)-N-(tetrahydrofuran-3-yl piperidine-4-
carboxamide;

1-(5,6-dichloro-1-(pyridin-2-v1}-1 H-benzo[ d Jimidazol-2-vl)-N-(tetrahvdrofuran-3-yl piperidine-

d-carboxamide;
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1-(5,6-dichloro-1-(pyridin-3-yl)- 1 H-benzo[d]imidazol-2-y1)}-N-(tetrahydrofuran-3-y1)piperidine-
4-carboxamide;

1-(5,6-dichloro-1-p-tolyl- LH-benzo[d]imidazol-2-y1)-N-{tetrahydrofuran-3-vl jpiperidine-4-
carboxamide:

(R)-1-{ 1-(4-chloro-3-methoxyphenyl)-5,6-dimethyl- 1 H-benzo[d Jimidazol-2-y1)-N-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;
(R)-1-(5.6-dichloro-1-(4-chloro-3-methoxyphenyl)-1 H-benzo[d]imidazol-2-y1)-N-
(tetrahydrofuran-3-ylDpiperidine-4-carboxamide:.
(R)-1-(1-(2,3-dihydrobenzofuran-5-yl)-5.6-dimethyl- 1 H-benzo[ d]imidazol-2-y1)-N-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(2,3-dihvdrobenzo furan-5-y1)- | H-benzo|d [imidazol-2-vl)-N-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;

(R)-1-(1-{3.5-diethylphenyl)-3,6-dimethyl- L H-benzo[dJimidazol-2-y1)-N-{tetrahydrofuran-3-
ylpiperidine-4-carboxamide;

1-(5,6-dichloro-1-(cveclobutylmethyl)- 1 H-benzo[dlimidazol-2-yl)-N-{tetrahydrofuran-3-
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yl)piperidine-4-carboxamide;

(R)-1-{1-{4-fluoro-3-methylphenyl)-3,6-dimethyl- 1 H-benzo|d [imidazo - 2-y1)-N-
(tetrahydrofuran-3-yhpiperidine-4-carboxamide,

{R)-1-(1-{4-ethylphenyl)-5,6-dimethyl- | H-benzo[dimidazol-2-vl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(1-(3 4-dimethylphenyl)-5.6-dimethyl-1 H-benzo[d Jimidazol-2-yl)-N-{tetrahydrofuran-3-
ylipiperiding-4-carboxamide;

(R)-1-(5,6-dimethyl-1-(quinolin-6-y1)- 1 H-benzo|dimidazol-2-vl}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(1-(4-isopropylphenyl)-5,6-dimethyl- 1 /-benzo| d imidazol-2-yl)-N-{tetrahydrofuran-3-
¥l )piperidine-4-carboxamide;

(R)-1-(1-{4-tert-butylphenyl)-5.6-dimethyl-1 H-benzo[dJimidazol-2-y1)- N-(tetrahydrofuran-3-
ylIpiperidine-4-carboxamide;

(R)-1-(1-{3-chlorophenyl)-5.6-dimethyl-1H-benzo[d imidazol-2-y[}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1-(6-chlore-5-methyl- 1-phenyl-1/{-benzo| d|imidazol-2-yl)-V-cvclopentylpiperidine-4-
carboxamide;

(R)-1-(3-chloro-6-methyl-1-p-tolyl-1 H-benzo|d Jimidazol-2-y1)-N-(tetrahydrofuran-3-

yl)piperidine-4-carboxamide;
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(R)-1-(6-chloro-5-methyl- 1-p-tolyl- | H-benzo[dlimidazol-2-yl}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(1-(4-carbamoylphenyl)-3-chloro-6-methyl- 1 H-benzo[d|imidazol-2-y1)-N-
(tetrahydrofuran-3-yDpiperiding-d-carboxamide;

1-{ 1-{4-carbamoylphenyl)-5-chloro-6-methyl- 1 H-benzo| djimidazol-2-y1)-N-
cyclopentylpiperidine-4-carboxamide;

1-{ 1-(4-carbamoylphenyl }-6-chloro-5-methyl- | H-benzo[d Jimidazol-2-yl)-N-
cyclopentylpiperidine-4-carboxamide:

(R)-1-(1-(4-carbamoylphenyl)-6-chloro-5-methyl- 1H-benzo[d]imidazo - 2-y1)-N-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;
{(R)-1-(5-chloro-6-methyl-1-(d-(trifluoromethyl)phenyl)- | H-benzo[d]-imidazo1-2-y1)-N-
(tetrahydrofuran-3-yDpiperiding-4-carboxamide;

1-{5-chloro-6-methyl- 1-(4-(trifluoromethyl)phenyl)- L H-benzo[d |imidazol-2-y1)- M-
cyclopentylpiperidine-4-carboxamide;

1-(5-chloro-6-methyl-1-(4-{trifluoromethyl jphenyl)-1 H-benzo[d]imidazol-2-yI)-N-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide;
(R)-1-{6-chloro-3-methyl-1-(4-(trifluoromethyl)phenyl)- 1 H-benzo[d]-imidazol-2-y1)-N-
(tetrahydrofuran-3-ylpiperidine-d-carboxamide;

1-{6-chloro-5-methvl- 1-{4-{trifluoromethy] )phenyl - 1 H-benzo[d Jimidazol-2-y1)-N-
(tetrahydrofuran-3-yDpiperidine-4-carboxamide;

1-{6-chloro-5-methyl- 1-(4-{trifluoromethyl jpheny|}- 1 H-benzo[d Jimidazol-2-y1)-N-
cyclopentylpiperidine-4-carboxamide;:
(R)-1-(6-chloro-3-methyl-1-phenyl-1H-benzo[d|imidazol-2-yl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

($)-1-(A-chloro-3-methyl-1-phenyl-1/{-benzo|d [imidazol-2-yl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

N-butyl-1-{ 5-chloro-6-methyl- I -phenyl-1 H-benzo[ d [imidazol-2-y]piperidine-4-carboxamide; N-
butyl-1-{6-chloro-5-methyl-1-phenyl- 1 H-benzo[d]imidazol-2-yl)piperidine-4-carboxamide;
1-(5-chloro-6-methyvl-1-phenyl-1 H-benzo[ d|imidazol-2-y1)-N-{tetrahydrofuran-3-yDpiperidine-
4-carboxamide;

1-(6-chloro-3-methyl-1-phenyl-1/-benzo| d|imidazol-2-yl)-N-(tetrahydrofuran-3-yl)piperidine-
d-carboxamide;
1-(5-chloro-1-cyclobutyl-6-methyl-1H-benzo|d]imidazol-2-yl)-N-(tetrahydrofuran-3-

yl)piperiding-4-carboxamide;
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1-(6-chloro- 1-cyclobutyl-5-methyl- 1 H-benzo[ dlimidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

1-(5-chloro- 1-(cyclobutyvlmethyl)-6-methyl-1 H-benzo[d|imidazol-2-y1)-N-¢cvclopentylpiperiding-
4-carboxamide;

1-(6-chloro- 1-(cyclobutyvimethyl)-3-methyl-1 H-benzo[d Jimidazol-2-y1)-N-cvelopentylpiperiding-
4-carboxamide;

1-(5-chloro-6-methyl- 1-pentyl-1 H-benzo[d]imidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

1-(6-chloro-5-methyl- 1-pentyl-1H-benzo[ d]imidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

1-(5-chloro- 1 -{4-fluorophenyl)-6-methyl- 1 F-benzo[d]imidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

1-{6-chloro- 1-(4-fluorophenyl)-3-methyl- 1 H-benzo[d)imidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

1-(5-chloro-6-methyl- 1-phenyl-1H-benzo[d]imidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

1-(6-chloro-5-methyl- 1-phenyl-1H-benzo|d]imidazol-2-y1)-N-cyclopentylpiperidine-4-
carboxamide;

N-butyl-1-(3-chlora- 1-cyclobutyl-6-methyl- | H-benzo[ d]imidazol-2-y1 piperidine-4-
carboxamide:;

N-butyl-1-{6-chloro-1-cyclobutyl-5-methyl- 1 H-benzo| dlimidazol-2-y] piperidine-4-
carboxamide:

(R)-1-(5,6-dimethyl-1-(3-(trifluoromethyphenyl)- 1 H-benzo| d |imidazol-2-yl)-N-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;

{R)-1-(1-(2,2-difluorobenzo|d|| 1,3 |dioxol-53-y1)-3,6-dimethyl-1/{-benzo|d imidazol-2-y1)-N-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide;
{R)-1-(5,6-dimethyl-1-(5-(trifluoromethy])pyridin-2-yl)-1 H-benzo[d]imidazol-2-yl)-N-
{tetrahydrofuran-3-ypiperidine-4-carboxamide;

{R)-1-(1-(3-ethylphenyl)-5.6-dimethyl-1 H-benzo[d Jirmdazo |- 2-yI)-N-(tetrahydro furan-3-

vl piperidine-4-carboxamide;

{R)-1-(1-(3-isopropylphenyl)-3,6-dimethyl- 1 /i-benzo| d |imidazol-2-yl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

{R)-1-(6-chloro-1-(4-isopropylphenyl)-3-methyl-1 H-benzo|d]imidazol-2-y1)-N-(tetrahydrofuran-
3-ylypiperidine-4-carboxamide;
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(R)-1-(5,6-dichloro-1-(3-chlorophenyl)- 1 H-benzo[d]imidazol-2-y1)-N-( tetrahydrofuran-3-
yl)piperidine-4-carboxamide:

(R)-1-(5.6-dichloro-1-{4-fluoro-3-mcthylphenyl)-1 H-benzo[d]imidazol-2-v1)-N-(tetrahydrofuran-
J-vDpiperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(3,5-diflvorophenyl)- 1 H-benzo[d Jimidazol-2-vl)-N-( tetrahvd rofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(3-cyanophenyl)- 1 H-benzo[d]imidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(pyridin-2-yl}-1 H-benzo[d]imidazo|-2-y1}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-{ 5-methvlpyridin-2-y1)- | H-benzo[d Jimidazol-2-y1)-N-(tetrahvd rofuran-3-
yl)piperidine-4-carboxamide,

{R)-1-(5,6-dichloro-1-(6-methoxypyridin-2-yl}- 1 H-benzo[d]imidazol-2-y1)-N-(tetrahydrofuran-
J-ylpiperidine-4-carboxamide;
(R)-1-(5,6-dichloro-1-(3-isopropylphenyl)-1H-benzo[d]imidazol-2-y1)-N-(tetrahydrofuran-3-
ylpiperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(4-methylpyridin-2-yl)- 1 H-benzo|d Jimidazal-2-yl)-N-{tetrahydrotiran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-{6-methylpyridin-2-y1)- 1 A-benzo[d Jimidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperiding-4-carboxamide;

(R)-1-(5,6-dichlora-1-(3-(difluoromethoxy iphenyl)- 1 H-benzo[djimidazol-2-y1)-N-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(3-{trifluoromethoxy Jphenyl)- 1 H-benzo[d |imidazol-2-yl)-N-
(tetrahydrofuran-3-ylpiperiding-d-carboxamide;

(R)-1-(5,6-dichloro-1-{4-isobutylphenyl)- 1 H-benzo|d |imidazol-2-yl}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-( 5,6-dichlora-1-(3,4-dimethylphenyl)- 1 H-benzo[d]imidazol-2- vl }-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide:;

{(R)-1-(5 6-dichloro-1-(4-chloropheny])- 1 H-benzo[d]imidazol-2-vI)-N-(tetrahydrofuran-3-
ylpiperidine-4-carboxamide;

(R)-1-(5,6-dichlora-1-(5-(trifluoromethyl)pyridin-2-yl)-1 f{-benzo|d imidazo|-2-y!)-N-
(tetrahydrofuran-3-yhpiperidine-d4-carboxamide;

(R)-1-(5.6-dichloro-1-{5-fluoropyridin-2-y1)-1 H-benzo[d Jimidazol-2-y1)-N-(tetrahydrofuran-3-

ylpiperiding-4-carboxamide;
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(R)-1-(1-(4-isobutylphenyl)-5,6-dimethyl-1 H-benzo[d]imidazol-2-yl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(6-chloro-1-(3,5-dimcthylphenyl)-3-methvl- 1 H-benzo[d]imidazol-2-v1)-N-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;

(R)-1-( 1-{4-chloro-3-fluorophenyl}-3,6-dimethyl- 1 H-benzo[dJimidazol-2-v1)-N-(tetrahydrofuran-
J-yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro- 1-{4-chloro-3-fluorophenyl)- 1 H-benzo[d]imidazol-2-yl)-N-(tetrahydrofuran-
3-yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(3,5-diethylphenyl)- 1 H-benzo[d]imidazo |- 2-yI)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-( 1-{3-tert-butylphenyl }-5,6-dimethyl- | Hi-benzo[dJimidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-( 1-(3-tert-butylphenyl}-5,6-dichloro- | F-benzo[d]imidazol-2-v1)-N-(tetrahydrofuran-3-

yl)piperiding-4-carboxamide;

2017222406 28 Apr 2022

(R)-1-(5,6-dichloro-1-phenyl- 1 H-benzo[d]imidazol-2-vl)-V-(tetrahydrofuran-3-y|piperiding-4-
carboxamide;
(R)-1-(5,6-dichloro-1-(4-ethylphenyl)-1H-benzo[d|imidazol-2-y1}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(3,6-dichlora-1-m-tolyl-1 H-benzo[d]imidazol-2-yl)-N-(tetrahydrofuran-3-yl)piperidine-4-
carboxamide;

(R)-1-(5,6-dichlora-1-(3,5-dimethylphenyl)- 1 H-benzo[d[imidazol-2-y}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(3-ethylphenyl)- 1 H-benzo|d |imidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(6=(trifluoromethyDpyridin-2-yl)-1/-benzo| d |imidazol-2-yl)-N-
(tetrahydrofuran-3-yDpiperiding-d-carboxamide;

(R)-1-(5,6-dichloro-1-3-ethoxyphenyl)- 1 H-benzo[d Jimidazol-2-y»-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide:;

(R)-1-(5,6-dichloro-1-3-isopropoxyphenyl)- | H-benzo[d]imidazol-2-yI)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(3-propoxyphenyl)-1#-benzo[d |imidazol-2-yl}-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(1-(4-fluoro-3,5-dimethyIphenyl)-3,6-dimethyl- 1 H-benzo[ d [imidazol-2-yl)-M-
(tetrahydrofuran-3-vl)piperidine-4-carboxamide;
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(R)-1-(5,6-dichloro-1-(4-chloro-3-methylphenyl)- | H-benzo[dJimidazol-2-y1)-N-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide:
{R)-1-(5,6-dichloro-1-{3-chloro-4-methylphenyl}- | H-benzo|d Jimidazol-2-y1)-N-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide:

(R)-1-(5,6-dimethyl- | -phenyl-1 H-benzo| d[imidazol-2-y1)-N-(tetrahydrofuran-3-ylpiperidine-4-
carboxamide;

(R)-1-(5,6-dimethyl- I -p-tolyl-1 H-benzo[d]imidazol-2-yl}-N-{tetrahydrofuran-3-yljpiperidine-4-
carboxamide;

{R)-1-(5,6-dimethyl- I-m-tolyl- | H-benzo[dJimidazol-2-y1)-N-(tetrahydrofuran-3-y1)piperidine-4-
carboxamide;

(R)-1-(1-(3-cvanophenyl)-35,6-dimethyl- 1 H-benzo[d | imidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

{R)-1-( 5,6-dimethyl- 1-(naphthalen-2-y1)-1 H-benzo[d]Jimidazol-2-y])-N-{ tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(1-(4-chloro-3-methylphenyl)-5,6-dimethyl- 1 H-benzo[d]imidazol-2-y1)-N-
(tetrahydrofiran-3-ylpiperidine-4-carboxamide;
(R)-1-(1-(3-chloro-4-methylphenyl)-5,6-dimethyl- 1 H-benzo[ d Jimidazol-2-y1)-A-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide;

{R)-1-( 1-{benzo[d]thiazol-6-y1)-5,6-dimethyl- 1 H-benzo[d]imidazol-2-y1)-N-(tetrahydrofuran-3-
vl )piperidine-4-carboxamide;

{R)-1-(1-{benzo]d]thiazol-5-¥1)-5,6-dimethyl- 1 H-benzo[d Jimidazo - 2-y1)-N-(tetrahydrofuran-3-
vl )piperidine-4-carboxamide;

(R)-1-(5-chloro-1-(3 4-dimethylphenyl)-6-methyl- 1 H-benzo[d Jimidazol-2-y1)-N-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;
(R)-1-(6-chloro-1-(3,4-dimethylphenyl)-5-methyl- 1 //-benzo|d Jimidazol-2-yl)-A-
{tetrahydrofuran-3-yl)piperidine-4-carboxamide;
{R)-1-{5-chloro-1-{4-isopropylphenyl)-6-methyl- | H-benzo[d Jimidazol-2-y1)-N-{tetrahydrofuran-
J-yDpiperidine-4-carboxamide;

(R)-1-(6-chloro-1-(4-isopropylphenyl)-3-methyl- 1 H-benzo[d]imidazol-2-yl)-N-(tetrahydrofuran-
3-yljpiperidine-4-carboxamide;

(8)-1-(5-chloro-6-methyl-1-p-tolyl-1/{-benzo| d|imidazol-2-yl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

{8)-1-{6-chloro-53-methyl-1-p-tolyl-1 H-benzo[dimidazol-2-vl)-N-(tetrahydrofuran-3-

yl)piperidine-4-carboxamide;
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(S)-1-(6-chloro-1-(3,5-dimethylphenyl)-5-methyl- 1 H-benzo[d]imidazol-2-yI)-N-
(tetrahydrofuran-3-yljpiperiding-4-carboxamide;

(R)-1-(5,6-dichloro-1-p-tolvl- | H-benzo| d]imidazol-2-y1)-N-(tetrahvdrofuran-3-v1)piperidine-4-
carboxamide;

1-(1-cyclobutyl-3,6-dimethyl- 1 H-benzo[d|imidazol-2-y1)-N-(( 15,25)-2-
hydroxyevclopentylipiperidine-4-carboxamide;

1-(1-cyclobutyl-3.6-dimethyl- | H-benzo[d]imidazol-2-y1)-N-((1R.2R)-2-
hydroxyeyclopentyl)piperidine-4-carboxamide;

(R)-1-( 1-(benzo furan-5-y1)-3.6-dimethyl- | H-benzo[d|imidazo |- 2-y1)-N-{tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

{R)-1-(5.6-dichloro-1-{4-fluoro-3.5-dimethylphenyl)-1 H-benzo[d Jimidazol-2-y1)-N-
(tetrahydrofuran-3-vlpiperidine-d-carboxamide:

(R)-1-( 1-(3-fluoro-5-methylphenyl}-3,6-dimethyl- | F-benzo[d]imidazol-2-y1}-N-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide;
(R)-1-(5,6-dichloro-1-(3-fluoro-5-methylphenyl)- 1 H-benzo[d]imidazo |-2-y1)-N-(tetrahydrofuran-
3-yDpiperidine-4-carboxamide;

(R)-1-(3,6-dichloro-1-(4-cyclopropylphenyl)- 1 H-benzo[d|imidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(3-cyclopropylphenyl)- 1 H-benzo[dimidazol-2-v1)-N-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide:;

(R)-1(1-(benzofuran-6-y1)-3,6-dimethyl- 1 H-benzo[d Jimidazol-2-y1)-N-(tetrahydrofuran-3-
ylpiperidine-4-carboxamide;

{R)-1-(3-chloro-1-(4-ethylphenyl)-6-methyl-1 H-benzo[ d |imidazol-2-yl }-N-(tetrahydrofuran-3-
ylpiperidine-4-carboxamide;

(R)-1-(6-chloro-1-(4-ethylphenyl)-S-methyl-1/-benzo| d |imidazol-2-yl }-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5-chloro-1-(4-ethylphenyl }-6-methyl- 1 H-benzo[ d Jimidazol-2-y1)-N-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

(R )-1-(1-(4-tert-butylphenyl}-6-chloro-5-methyl-1 H-benzo[d imidazo - 2-y)-N-{tetrahydrofuran-
3-yl)piperidine-4-carboxamide;

{(R)-1-(1-(4-cyclopropylphenyl)-3,6-dimethyl-1//-benzo| dJimidazol-2-yl)-N-(tetrahydrofuran-3-
yl)piperidine-d-carboxamide;

(R)-1-(1-(3-cyclopropylphenyl)-5,6-dimethyl-1 f-benzo[ d]imidazol-2-yl)-N-(tetrahydrofuran-3-

yl)piperidine-4-carboxamide;
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(R)-1-(5,6-dichloro-1-(3-(cyclopentyloxy)phenyl)- | H-benzo[d]imidazol-2-yl)-N-
(tetrahydrofuran-3-yhpiperidine-4-carboxamide:

{R)-1-({5,6-dichlora-1-{ 3-cyclobutoxyphenyl}- 1 H-benzo[ d |imidazol-2-y1)-N-(tetrahydrofuran-3-
vl)piperidine-4-carboxamide;

1-(5-chloro-6-fluoro-1-methyl-1 H-benzo[ d | imidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

1-{6-chloro-5-fluoro- 1-methyl- 1 H-benzo[d]imidazol-2-yl}-N-cyclopentylpiperidine-4-
carboxamide;

1-(5-chloro-1-ethyl-6-fluoro- 1 H-benzo[ d]imidazol-2-yl)-N-cyclopentylpiperidine-4-
carboxamide;

1-{6-chloro-1-cthyl-3-fluoro- | Hi-benzo[ dlimidazol-2-vl)-N-cyclopentylpiperidine-4-
carboxamide;

1-{5-chloro-6-fluoro-1-isopropyl- L H-benzo[dJimidazol-2-y1)-N-cyclopentvlpiperidine-4-
carboxamide;

1-{6-chloro-5-fluore- 1-isopropyl- L H-benzo[d[imidazol-2-yl ) N-cyclopentylpiperidine-4-
carboxamide;

1-(1-butyl-5-chloro-6-fluoro-1H-benzo[ d Jimidazol-2-yl)- N-cyclopentylpiperidine-4-
carboxamide;

1-{ I-butyl-6-chloro-5-fluoro-1 H-benzo[ dimidazol-2-yl}-N-cyclopentylpiperidine-4-
carboxamide;

1-(5,6-dimethyl-1-p-tolyl-1 A-benzo[d[imidazol-2-y1)-N-(tetrahydrofuran-3-yl)piperidine-4-
carboxamide;

{R)-1-{6-chloro-1-{4-fluorophenyl)-3-methyl- 1 H-benzo[d|imidazo - 2-yl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

{R)-1-(5-chloro-1-{4-fluorophenyl}-6-methyl-1/-benzo| d [imidazol-2-y1)-N-(tetrahydrofuran-3-
vl)piperidine-4-carboxamide;

{R)-1-(6-chloro-5-methyl-1-m-tolyl- 1 H-benzo[dJimidazol-2-v1)-N-(tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

{R)-1-(5-chloro-6-methyl-1-m-tolyl-1 H-benzo[dJimidazol-2-y1)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide:
{R)-1-(5-chloro-6-methyl-1-(5-(trifluoromethyl)pyridin-2-yl)-1//-benzo|d Jimidazol-2-y1)-N-
(tetrahydrofuran-3-yhpiperidine-d-carboxamide;

{R)-1-(6-chloro-5-methyl-1-( 3-(trifluoromethyDpyridin-2-yl)-1 H-benzo[d |imidazal-2-yl)-M-

{tetrahydrofuran-3-yhpiperidine-4-carboxamide;
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1-{ 1-cyclobutyl-5.6-dimethyl- 1 H-benzo[d]imidazol-2-y1)-N-({25)-2-
methoxyeyclopentyl)piperidine-4-carboxamide;

1-{ 1-cyclobutyl-5,6-dimethyl- L H-benzo[ d|imidazol-2-y1)-N-({25)-2-
cthoxycyclopentyl)piperidine-4-carboxamide;

1-{1-cyclobutyl-5,6-dimethyl- L H-benzo| d]imidazol-2-y1)-N-({25)-2-
prapoxyveyelopentyl)piperidine-4-carboxamide,

1-(5,6-dichloro-1-(4-(dimethylcarbamoyl jphenyl)-1 H-benzo[d]imidazol-2-y1)-N-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;
1-(5,6-dichloro-1-cvelobutyl-1H-benzo[d]imidazol-2-yl}-N-((15,25)-2-
hydroxycyelopentyl)piperidine-4-carboxamide;

1-{5,6-dichloro-1-cyclobutyl-1 H-benzo[d]imidazol-2-v1)}-N-((15,25)-2-
methoxycyclopentyl)piperidine-4-carboxamide;

1-(5.6-dichloro- I-cvclobutyl-1H-benzo[d]imidazol-2-vl}-N-({18,28)-2-
ethoxyeyclopentyljpiperidine-d-carboxamide;

1-{ 1-cyclobutyl-5.6-dimethyl- 1 H-benzo[ d]imidazol-2-yl)-N-( furan-2-ylmethyl)piperidine-4-
carboxamide;

1-( 1-cyclabutyl-5.6-dimethyl-1H-benzo[ d|imidazol-2-yl)-N-(thiophen-2-ylmethyl)piperidine-4-
carboxamide;

(R)-1-(1-{5-bromopyridin-2-yl}-3,6-dimethyl- 1 A-benzo[d [imidazol-2-yl)-N-(tetrahvdrofuran-3-
ylipiperiding-4-carboxamide;

(R)-1-(1-(5-ethylpyridin-2-y1)-5.6-dimethyl- | H-benzo[d]imidazol-2-y1)-N-{tetrahydrofuran-3-
ylipiperiding-4-carboxamide;

{R)-1-(1-{ 3-chloro-3-fluorophenyl}-5.6-dimethyl- 1 H-benzo|d imidazo |-2-y1)-N-(tetrahydrofuran-
3-yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-( 3-chloro-5-fluoraphenyl)- 1 H-benzo|d [imidazol-2-yl)-A-(tetrahydrofuran-
J-ylipiperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-{ 3-(trifluoromethyl yphenyl)- 1 H-benzo[dJimidazol-2-y1)-N-
(tetrahydrofuran-3-yDpiperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-(2,2-difluorobenzo[d][ 1.3 |dioxol-5-yl)- 1 H-benzo[d imidazo - 2-y[)-N-
(tetrahydrofuran-3-ylpiperidine-4-carboxamide;
(5)-1-(1-(3,5-dimethylphenyl)-5,6-dimethyl-1/-benzo| d |imidazol-2-y| -N-(tetrahydrofuran-3-
yl)piperidineg-4-carboxamide;

(R)-1-(5,6-dichloro-1-(4-(trifluoromethyl)pyridin-2-yl)-1 H-benzo[dJimidazol-2-y1)-N-

(tetrahydrofuran-3-yl)piperidine-d-carboxamide;
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(R)-1-(5,6-dichloro-1-( 5-chloropyridin-2-yl)-1 H-benzo[d[imidazol-2-vl)-N-(tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

(R)-1-(5,6-dichloro-1-{ 5-flugro-6-methylpyridin-2-y1)- 1 H-benzo[ d Jimidazol-2-v1)-N-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;

{(R)-1-(1-(3-fluorophenvl}-5,6-dimethyl- 1 H-benzo|d]imidazal-2-v1)-N-(tetrahyd rofuran-3-
yl)piperidine-4-carboxamide;
(R)-1-(1-(3,5-dimethylphenyl}-5.6-dimethyl- | H-benzo[d]imidazol-2-yl)-N-(tetrahydrofuran-3-
ylpiperidine-4-carboxamide;

(R)-1-(1-(4-fluorophenyl}-5,6-dimethyl- 1 H-benzo[d]imidazo-2-yl)-N-(tetrahydrofiran-3-
yl)piperidine-4-carboxamide;

(R)-1-(1-(3,5-difluorophenyl)-3,6-dimethyl- 1 H-benzo| d Jimidazol-2-y1)-N-{tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

{(R)-1-( 1-(d-chlorophenyl}-5,6-dimethyl- 1 H-benzo[dimidazol-2-y1)-N-{tetrahydrofuran-3-
ylipiperidine-4-carboxamide;

(R)-1-(5,6-dimethyl- 1-(4-(trifluoromethyl)phenyl)- 1 Ai-benzo[dimidazol-2-yl)-N-
(tetrahydrofiran-3-vDpiperidine-4-carboxamide;

(R)-1-(5,6-dimethyl-1-p-tolyl-1H-benzo[d |imidazol-2-yl)-N-(tetrahydrofuran-3-yl)piperidine-4-
carboxamide;

{R)-1-( 1-( 5-chloropyridin-2-v1)-5,6-dimethyl- | H-benzo[d limidazol-2-y1)-N-(tetrahydrofuran-3-
vl )piperidine-4-carboxamide;

(R)-1-(5,6-dimethyl- | -(4-(trifluoromethy ypyridin-2-y1)- 1 H-benzo[d limidazol-2-y1)-N-
(tetrahydrofuran-3-yDpiperidine-4-carboxamide;

(R)-1-{ 1-(5-fluoro-6-methylpyridin-2-yl)-5,6-dimethyl-1 H-benzo[d[imidazo |- 2-y1)-N-
(tetrahydrofuran-3-yl)piperidine-4-carboxamide;
(R)-1-(5,6-dichloro-1-(4-ethoxyphenyl)-1/{-benzo|d |imidazol-2-yl)-N-(tetrahydrofuran-3-

¥l )piperidine-d-carboxamide;

(R)-1-(5,6-dichloro- 1-{4-methoxy-3-methylphenyl)- | H-benzo[d [imidazal-2-y1)-N-
(tetrahydrofuran-3-yDpiperidine-4-carboxamide; and

(R)-1-(1-cyclobutyl-5.6-dimethyl-1 H-benzo[dlimidazol-2-y1)-N-{tetrahydrofuran-3-
yl)piperidine-4-carboxamide;

and

Group E
GRC-27864
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6. The compound when used according to any one of Claims 1 to 4, wherein the

mPGES-1 inhibitor is:

FF
F)’/ o
O\ N ¢
Pt
i |
F\‘H cl
F

or a pharmaceutically acceptable salt thereof.

G

e~

7. A pharmaceutical formulation comprising a compound that is an mPGES-1 inhibitor
as defined in any one of claims 1 to 6 when used in the treatment or prophylaxis of a
disease or disorder characterised by vasoconstriction as defined in any one of claims 1 to
6.

8. The pharmaceutical formulation according to claim 7, wherein the formulation

further comprises one or more additional therapeutic agent.

9. The pharmaceutical formulation according to claim 7 or claim 8, wherein the
formulation further comprises one or more additional therapeutic agent for the treatment
or prophylaxis of a disease or disorder characterised by vasoconstriction as defined in any

one of claims 1 to 6.

10. Use of a compound that is an mPGES-1 inhibitor as defined in any one of claims 1
to 6 in the preparation of a medicament for the treatment or prophylaxis of a disease or
disorder characterised by vasoconstriction resulting from inflammation, wherein the
disease or disorder is Raynaud’s phenomenon, digital ulcers or pulmonary arterial

hypertension (PAH).
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11. A method of treatment or prophylaxis of a disease or disorder characterised by
vasoconstriction resulting from inflammation, wherein the disease or disorder is Raynaud’s
phenomenon, digital ulcers or pulmonary arterial hypertension (PAH}) in a subject in need
thereof, comprising administering to the patient in need thereof, a compound that is an

mPGES-1 inhibitor, as defined in any one of claims 1 to 6.

12. The use of claim 10, or the method of claim 11, wherein the disease or disorder is

resulting from scleroderma.

13. The use of claim 10 or 12, or the method of claim 11 or 12, wherein the prophylaxis is

of digital ulcers.

14. The use or claim 10 or 12, or the method of claim 11 or 12, wherein the treatment or

prophylaxis is of Raynaud’s phenomenon or pulmonary arterial hypertension (PAH).
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