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(57) ABSTRACT

Treatment methods including administering a compound
according to Formula (I)

@

R15 R16

O// \Rl

Meta or para or a pharmaceutically acceptable salt thereof
wherein:

A,;-A,, are N or CR,,, CR,,, CR,;, CR,,, respectively,
with the proviso that no more than two of the four
positions A in A,-A |, are simultaneously N;

A6s A7s AS: A95 AlO are N or CR6: CR7: CRS: CRQ: CRIOs
respectively, with the proviso that at least one but no
more than two of the five positions A in Ag, A, Ag, A,
A is N;

R, is C(2-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, (di)C(3-6)cycloalkylamino or (di)(C(3-6)
cycloalkylC(1-3)alkyl)amino;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl, C(6-
10)aryl, C(6-10)arylC(1-3)alkyl, C(1-9)heteroaryl,
C(1-9)heteroarylC(1-3)alkyl, C(3-6)cycloalkyl, C(3-6)
cycloalkylC(1-3)alkyl, C(2-5) heterocycloalkyl or C(2-
S)heterocycloalkylC(1-3)alkyl;

—SO,R, is represented by one of R, Ry or Ry;

R,s is H, C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cy-
cloalkylC(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)
alkyl, C(1-9)heteroaryl, C(1-9)heteroarylC(1-3)alkyl,
C(2-5)heterocycloalkyl or C(2-5)heterocycloalkyl-C
(1-3)alkyl;

R, 1s C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)alkyl, C(1-
9heteroaryl, C(1-9)heteroarylC(1-3)alkyl, C(2-5)het-
erocycloalkyl or C(2-5)heterocycloalkyl-C(1-3)alkyl.
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ROR GAMMA (RORY) MODULATORS

[0001] This is a Continuation of application Ser. No.
15/578,997 filed Dec. 1, 2017, which in turn is now allowed
and is a national stage entry of PCT/EP2016/062708 filed
Jun. 3, 2016, which claims priority to European Patent
Application No. 15170768.4 filed Jun. 5, 2015. The disclo-
sure of each of the prior applications is hereby incorporated
by reference herein in its entirety.

[0002] The present invention relates to modulators of
RORYy, to pharmaceutical compositions comprising the same
and to the use of said compounds for the treatment of
RORy-mediated diseases or conditions, in particular auto-
immune diseases and inflammatory diseases.

[0003] The retinoic-acid-receptor-related orphan receptor
vt (RORyt) acts as a master regulator of the development of
T17 cells, but also as a critical component in non-T,17
1L-17 producing cells, such as for example yd T-cells. The
ROR gene family is part of the nuclear hormone receptor
superfamily, and consists of three members (RORa, RORS,
and RORY). Each gene is expressed in different isoforms,
differing foremost in their N-terminal sequence. Two iso-
forms of RORy have been identified: RORyl and RORy2
(also known as RORyt). The term RORy is used here to
describe both RORy1 and/or RORY2.

[0004] The present invention relates to novel compounds
according to Formula I

pe

(Formula I)

\

A13 \AIZ
|
A14\(A11
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/
O Rl

Meta or para

or a pharmaceutically acceptable salt thereof wherein:

[0005] A,,-A,, are N or CR,,, CR,,, CR5, CR,,,
respectively, with the proviso that no more than two of
the five positions A in A|,-A,, can be simultaneously
N;

[0006] A, A, A, Ag, A, are N or CRy, CR,, CRy,
CR,, CR,,, respectively, with the proviso that at least
one but no more than two of the four positions A in A,
AL, Ag, Ag, A i N;

[0007] R, is C(2-6)alkyl, C(3-6)cycloalkyl, C(3-6)cy-
cloalkylC(1-3)alkyl, (di)C(3-6)cycloalkylamino or (di)
(C(3-6)cycloalkylC(1-3)alkyl)amino, with all carbon
atoms of alkyl groups optionally substituted with one or
more F and all carbon atoms of cycloalkyl groups
optionally substituted with one or more F or methyl;
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[0008] R, and R; are independently H, F, methyl, ethyl,
hydroxy, methoxy or R, and R; together is carbonyl, all
alkyl groups, if present, optionally being substituted
with one or more F;

[0009] R, is H or C(1-6)alkyl;

[0010] Ry is H, hydroxyethyl, methoxyethyl, C(1-6)
alkyl, C(6-10)aryl, C(6-10)arylC(1-3)alkyl, C(1-9)het-
eroaryl,  C(1-9heteroarylC(1-3)alkyl,  C(3-6)cy-
cloalkyl, C(3-6)cycloalkyl-C(1-3)alkyl, C(2-5)
heterocycloalkyl or C(2-5)heterocycloalkylC(1-3)
alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano;

[0011] the sulfonyl group with R, is represented by one
of R,, Rg or Ry

[0012] the remaining R4-R,, are independently H, halo-
gen, amino, C(1-3)alkoxy, (di)C(1-3)alkylamino or
C(1-6)alkyl, all of the alkyl groups optionally being
substituted with one or more F; and

[0013] R,sis H, C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)
cycloalkylC(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)
alkyl, C(1-9)heteroaryl, C(1-9)heteroarylC(1-3)alkyl,
C(2-5)heterocycloalkyl or C(2-5)heterocycloalkyl-C
(1-3)alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano;

[0014] and R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-
6)cycloalkylC(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-
3alkyl, C(1-9)heteroaryl, C(1-9)heteroarylC(1-3)
alkyl, C(2-5)heterocycloalkyl or C(2-5)
heterocycloalkyl-C(1-3)alkyl, all groups optionally
substituted with one or more F, C(1-2)alkyl, C(1-2)
alkoxy or cyano.

[0015] The term C(1-6)alkyl as used herein means a
branched or unbranched alkyl group having 1-6 carbon
atoms, for example methyl, ethyl, propyl, isopropyl, butyl,
tert-butyl, n-pentyl and n-hexyl. All carbon atoms may
optionally be substituted with one or more halogen.

[0016] The term C(2-6)alkyl as used herein means a
branched or unbranched alkyl group having 2-6 carbon
atoms, for example ethyl, propyl, isopropyl, butyl, tert-butyl,
n-pentyl and n-hexyl. All carbon atoms may optionally be
substituted with one or more halogen.

[0017] The term C(1-4)alkyl as used herein means an alkyl
group having 1-4 carbon atoms, i.e. methyl, ethyl, propyl,
isopropyl, butyl, isobutyl, sec-butyl, or tert-butyl. All carbon
atoms may optionally be substituted with one or more
halogen.

[0018] The term C(2-4)alkyl as used herein means an alkyl
group having 2-4 carbon atoms, i.e. ethyl, propyl, isopropyl,
butyl, isobutyl, sec-butyl, or tert-butyl. All carbon atoms
may optionally be substituted with one or more halogen.

[0019] The term C(1-3)alkyl as used herein means an alkyl
group having 1-3 carbon atoms, i.e. methyl, ethyl, propyl or
isopropyl. All carbon atoms may optionally be substituted
with one or more halogen.

[0020] The term C(1-2)alkyl as used herein means an alkyl
group having 1-2 carbon atoms i.e. methyl or ethyl. All
carbon atoms may optionally be substituted with one or
more halogen.

[0021] The term C(6-10)aryl as used herein means an
aromatic hydrocarbon group having 6-10 carbon atoms, for
example phenyl or naphthyl. The preferred aromatic hydro-
carbon group is phenyl. All carbon atoms may optionally be
substituted with one or more halogen.

[0022] The term C(6-10)arylC(1-3)alkyl as used herein
means an C(6-10)aryl group attached to a C(1-3)alkyl group,
both with the same meaning as previously defined.
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[0023] The term C(6)aryl as used herein means an aro-
matic hydrocarbon group having 6 carbon atoms, i.e. phenyl.
All carbon atoms may optionally be substituted with one or
more halogen.

[0024] The term C(6)arylC(1-3)alkyl as used herein
means an C(6)aryl group attached to a C(1-3)alkyl group,
both with the same meaning as previously defined.

[0025] The term heteroatom as used herein refers to a
nitrogen, sulphur or oxygen atom.

[0026] The term C(1-9)heteroaryl as used herein means an
aromatic group having 1-9 carbon atoms and 1-4 heteroa-
toms, which may be attached via a nitrogen atom if feasible,
or a carbon atom. Examples include imidazolyl, thiadiaz-
olyl, pyridinyl, pyrimidinyl, furyl, pyrazolyl, isoxazolyl,
tetrazolyl and quinolyl. All carbon atoms may optionally be
substituted with one or more halogen or methyl.

[0027] The term C(1-9)heteroarylC(1-3)alkyl as used
herein means an C(1-9)heteroaryl group attached to a C(1-
3)alkyl group, both with the same meaning as previously
defined.

[0028] The term C(3-6)cycloalkyl as used herein means a
saturated cyclic hydrocarbon having 3-6 carbon atoms, i.e.
cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl. All car-
bon atoms may optionally be substituted with one or more
halogen or methyl.

[0029] The term C(3-5)cycloalkyl as used herein means a
saturated cyclic hydrocarbon having 3-5 carbon atoms, i.e.
cyclopropyl, cyclobutyl or cyclopentyl. All carbon atoms
may optionally be substituted with one or more halogen or
methyl.

[0030] The term C(3-4)cycloalkyl as used herein means a
saturated cyclic hydrocarbon having 3-4 carbon atoms, i.e.
cyclopropyl or cyclobutyl. All carbon atoms may optionally
be substituted with one or more halogen or methyl.

[0031] The term C(3-6)cycloalkylC(1-3)alkyl as used
herein means an C(3-6)cycloalkyl group attached to an
C(1-3)alkyl group, both with the same meaning as previ-
ously defined. An example is cyclopropylmethyl.

[0032] The term C(3-5)cycloalkylC(1-3)alkyl as used
herein means an C(3-5)cycloalkyl group attached to an
C(1-3)alkyl group, both with the same meaning as previ-
ously defined.

[0033] The term cyclopropylmethyl as used herein means
a methyl group substituted with cyclopropyl. All carbon
atoms are optionally substituted with one or more halogen or
methyl.

[0034] The term C(2-5)heterocycloalkyl as used herein
means a saturated cyclic hydrocarbon having 2-5 carbon
atoms and 1-3 heteroatoms, which may be attached via a
nitrogen atom if feasible, or a carbon atom. Examples
include piperazinyl, pyrazolidilyl, piperidinyl, morpholinyl
and pyrrolidinyl. All carbon atoms may optionally be sub-
stituted with one or more halogen or methyl.

[0035] The term C(2-5)heterocycloalkylC(1-3)alkyl as
used herein means an C(2-5)heterocycloalkyl group
attached to an C(1-3)alkyl group, both with the same mean-
ing as previously defined.

[0036] The term amino as used herein refers to an NH,
group.
[0037] The term (di)C(1-6)alkylamino as used herein

means an amino group, which is monosubstituted or disub-
stituted with a C(1-6)alkyl group, the latter having the same
meaning as previously defined.

[0038] It is to be understood that in the (di)C(1-6)alky-
lamino groups containing two C(1-6)alkyl groups, one of the
C(1-6)alkyl groups can be replaced by a C(3-6)cycloalkyl
group as previously defined.

[0039] The term (di)C(1-3)alkylamino as used herein
means an amino group, which is monosubstituted or disub-
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stituted with a C(1-3)alkyl group, the latter having the same
meaning as previously defined.

[0040] The term (di)C(1-2)alkylamino as used herein
means an amino group, which is monosubstituted or disub-
stituted with a C(1-2)alkyl group, the latter having the same
meaning as previously defined. An example is dimethyl-
amino.

[0041] The term (di)C(3-6)cycloalkylamino as used herein
means an amino group, which is monosubstituted or disub-
stituted with a C(3-6)cycloalkyl group, the latter having the
same meaning as previously defined. An example is cyclo-
propylamino.

[0042] The term (di)C(3-4)cycloalkylamino as used herein
means an amino group, which is monosubstituted or disub-
stituted with a C(3-4)cycloalkyl group, the latter having the
same meaning as previously defined.

[0043] The term cyclopropylamino means an amino group
substituted with cyclopropyl. All carbon atoms may option-
ally be substituted with one or more halogen or methyl.
[0044] The term (di)(C(3-6)cycloalkylC(1-3)alkyl)amino
as used herein means an amino group, which is monosub-
stituted or disubstituted with a C(3-6)cycloalkylC(1-3)alkyl
group as previously defined.

[0045] It is to be understood that in the (di)(C(3-6)cy-
cloalkylC(1-3)alkyl)amino groups containing two C(3-6)
cycloalkylC(1-3)alkyl groups, one of the C(3-6)cycloalkylC
(1-3)alkyl groups can be replaced by a C(1-6)alkyl or a
C(3-6)cycloalkyl group, both as previously defined.

[0046] The term C(1-3)alkoxy means an alkoxy group
having 1-3 carbon atoms, the alkyl moiety being branched or
unbranched. All carbon atoms are optionally substituted
with one or more F.

[0047] The term C(1-2)alkoxy means an alkoxy group
having 1-2 carbon atoms. Preferred is methoxy. All carbon
atoms may optionally be substituted with one or more F.
[0048] The term halogen as used herein means Cl or F.
[0049] In the above definitions with multifunctional
groups, the attachment point is at the last group.

[0050] When, in the definition of a substituent, is indicated
that “all of the alkyl groups” of said substituent are option-
ally substituted, this also includes the alkyl moiety of an
alkoxy group.

[0051] The term “substituted” means that one or more
hydrogens on the designated atom/atoms is/are replaced
with a selection from the indicated group, provided that the
designated atom’s normal valency under the existing cir-
cumstances is not exceeded, and that the substitution results
in a stable compound. Combinations of substituents and/or
variables are permissible only if such combinations result in
stable compounds. “Stable compound” or “stable structure”
is defined as a compound or structure that is sufficiently
robust to survive isolation to a useful degree of purity from
a reaction mixture, and formulation into an efficacious
therapeutic agent.

[0052] The term “optionally substituted” means optional
substitution with the specified groups, radicals or moieties.
[0053] The term pharmaceutically acceptable salt repre-
sents those salts which are, within the scope of medical
judgment, suitable for use in contact for the tissues of
humans and lower animals without undue toxicity, irritation,
allergic response and the like, and are commensurate with a
reasonable benefit/risk ratio. Pharmaceutically acceptable
salts are well known in the art. They may be obtained during
the final isolation and purification of the compounds of the
invention, or separately by reacting the free base function
with a suitable mineral acid such as hydrochloric acid,
phosphoric acid, or sulfuric acid, or with an organic acid
such as for example ascorbic acid, citric acid, tartaric acid,
lactic acid, maleic acid, malonic acid, fumaric acid, glycolic
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acid, succinic acid, propionic acid, acetic acid, methanesul-
fonic acid, and the like. The acid function can be reacted
with an organic or a mineral base, like sodium hydroxide,
potassium hydroxide or lithium hydroxide.
[0054] In one embodiment the invention also relates to a
compound according to Formula I wherein:

[0055] A,,-A,, are N or CR,,, CR,,, CR;, CR,,,

respectively, with the proviso that no more than two of
the four positions A in A ,-A,, can be simultaneously
N;

[0056] A, A, A, A, are Nor CRy, CR,, CR,, CR,
respectively, with the proviso that at least one but no
more than two of the four positions A in Ag, A, Ay, Ao
is N;

[0057] A, is CRy;

[0058] R, is C(3-6)cycloalkylC(1-3)alkyl or (di)C(3-6)
cycloalkylamino with all carbon atoms of alkyl groups
optionally substituted with one or more F and all
carbon atoms of cycloalkyl groups optionally substi-
tuted with one or more F or methyl;

[0059] R, and R, are independently H;

[0060] R,isH;

[0061] Ry is H, hydroxyethyl, methoxyethyl, C(1-6)
alkyl, C(2-5)heterocycloalkyl or C(2-5)heterocy-
cloalkylC(1-3)alkyl, all groups optionally substituted
with one or more F, C(1-2)alkoxy or cyano;

[0062] the sulfonyl group with R, is represented by Rg;

[0063] the remaining Rs-R |, are independently H, halo-
gen, C(1-3)alkoxy or C(1-6)alkyl, all of the alkyl
groups optionally being substituted with one or more F;
and

[0064] R,5 is C(1-6)alkyl, or C(3-6)cycloalkyl, all
groups optionally substituted with one or more F,
C(1-2)alkoxy or cyano;

[0065] and R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-
6)cycloalkylC(1-3)alkyl, C(6-10)aryl, C(2-5)heterocy-
cloalkyl or C(2-5)heterocycloalkyl-C(1-3)alkyl, all
groups optionally substituted with one or more F,
C(1-2)alkoxy or cyano.

[0066] In one embodiment the invention also relates to a
compound according to Formula I wherein:

[0067] A,;-A,, are respectively CR,;, CR,,, CR,3,

145

[0068] A, A, A, A, are N or CRg, CR,, CR,, CR,,,
respectively, with the proviso that at least one but no
more than two of the four positions A in Ag, A, Ay, Ao
is N;

[0069] A, is CRy;

[0070] R, is C(3-6)cycloalkylC(1-3)alkyl or (di)C(3-6)
cycloalkylamino with all carbon atoms of alkyl groups
optionally substituted with one or more F and all
carbon atoms of cycloalkyl groups optionally substi-
tuted with one or more F or methyl;

[0071] R, and R, are independently H;

[0072] R,is H;

[0073] Ry is H, hydroxyethyl, methoxyethyl, C(1-6)
alkyl, C(2-5)heterocycloalkyl or C(2-5)heterocy-
cloalkylC(1-3)alkyl, all groups optionally substituted
with one or more F, C(1-2)alkoxy or cyano;

[0074] the sulfonyl group with R, is represented by Rg;

[0075] the remaining R,-R |, are independently H, halo-
gen, C(1-3)alkoxy or C(1-6)alkyl, all of the alkyl
groups optionally being substituted with one or more F;
and

[0076] R,s is C(1-6)alkyl or C(3-6)cycloalkyl, all
groups optionally substituted with one or more F,
C(1-2)alkoxy or cyano;
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[0077] and R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-
6)cycloalkylC(1-3)alkyl, C(6-10)aryl, C(2-5)heterocy-
cloalkyl or C(2-5)heterocycloalkyl-C(1-3)alkyl, all
groups optionally substituted with one or more F,
C(1-2)alkoxy or cyano.

[0078] In one embodiment the invention also relates to a
compound according to Formula I wherein:

[0079] A, or A, is N, the remaining position A being
CR,;; or CRy;

[0080] A,, and A|; are respectively CR,, and CR,;;

[0081] Ag A, A, A, are N or CR, CR,, CR,, CR,,,
respectively, with the proviso that at least one but no
more than two of the four positions Ain A, A, Ag, A,
is N;

[0082] Agis CRg;

[0083] R, is C(3-6)cycloalkylC(1-3)alkyl or (di)C(3-6)
cycloalkylamino with all carbon atoms of alkyl groups
optionally substituted with one or more F and all
carbon atoms of cycloalkyl groups optionally substi-
tuted with one or more F or methyl;

[0084] R, and R; are independently H;

[0085] R, is H;

[0086] R, is H, hydroxyethyl, methoxyethyl, C(1-6)
alkyl, C(2-5)heterocycloalkyl or C(2-5)heterocy-
cloalkylC(1-3)alkyl, all groups optionally substituted
with one or more F, C(1-2)alkoxy or cyano;

[0087] the sulfonyl group with R, is represented by Rg;

[0088] the remaining R4-R,, are independently H, halo-
gen, C(1-3)alkoxy or C(1-6)alkyl, all of the alkyl
groups optionally being substituted with one or more F;
and

[0089] R, is C(1-6)alkyl, or C(3-6)cycloalkyl, all
groups optionally substituted with one or more F,
C(1-2)alkoxy or cyano;

[0090] and R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-
6)cycloalkylC(1-3)alkyl, C(6-10)aryl, C(2-5)heterocy-
cloalkyl or C(2-5)heterocycloalkyl-C(1-3)alkyl, all
groups optionally substituted with one or more F,
C(1-2)alkoxy or cyano.

[0091] In one embodiment the invention also relates to a
compound according to Formula I wherein:

[0092] A,,-A,, are respectively CR,,, CR,,, CR;,
CR, .

[0093] Ag A, Ag, A, are N or CRg, CR;, CR,, CR,,
respectively, with the proviso that at least one but no
more than two of the four positions Ain A, A, Ag, A,
is N;

[0094] Agis CRy;

[0095] R, is C(3-6)cycloalkylC(1-3)alkyl, all carbon
atoms of cycloalkyl group optionally substituted with
one or more F or methyl;

[0096] R, and R, are independently H;

[0097] R, is H;

[0098] R, is H, hydroxyethyl, methoxyethyl, C(1-6)
alkyl or C(2-5)heterocycloalkylC(1-3)alkyl;

[0099] the sulfonyl group with R, is represented by Ry;

[0100] the remaining Rs-R, , are independently H, halo-
gen, C(1-3)alkoxy or C(1-6)alkyl;

[0101] R,5 is C(1-6)alkyl or C(3-6)cycloalkyl, all car-
bon atoms of the alkyl groups optionally substituted
with one or more F;
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[0102] and R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-
6)cycloalkylC(1-3)alkyl or C(6-10)aryl, all carbon
atoms of the alkyl group optionally substituted with one
or more F.

[0103] In one embodiment the invention also relates to a
compound according to Formula I wherein:

[0104] A, -A,, are respectively CR,,, CR,,, CR3,
CR,;
[0105] Ag, A, A, A, are N or CR, CR,, CR,, CR,q.

respectively, with the proviso that at least one but no
more than two of the four positions A in Ag, A, Ay, Ao

is N;
[0106] A, is CRy;
[0107] R, is cyclopropylmethyl, all carbon atoms of

cycloalkyl groups optionally substituted with one or
more F or methyl;

[0108] R, and R, are independently H;
[0109] R,is H;
[0110] R; is H, hydroxyethyl, methoxyethyl, methyl,

isopropyl or oxetanylmethyl;

[0111] the sulfonyl group with R, is represented by Rg;

[0112] theremaining R4-R,, are independently H, CL, F,
methoxy, methyl or hydroxymethyl;

[0113] R,s is CF; or cyclopropyl;

[0114] and R, is methyl, ethyl, CF;, propyl, isobutyl,
3-methylbutyl, cyclopropyl, cyclopentyl, cyclopentyl-
methyl, cyclohexylmethyl or phenyl.

[0115] In one embodiment the invention also relates to a
compound according to Formula I wherein:

[0116] A, or A, is N, the remaining position A being
CRy; or CR 4

[0117] A, and A, ; are respectively CR,, and CR5;

[0118] Ag A5, Ag, A are N or CRg, CR,, CR,, CR,,
respectively, with the proviso that at least one but no
more than two of the four positions A in Ag, A, Ay, Ao

is N;
[0119] A, is CRy;
[0120] R, is C(3-6)cycloalkylC(1-3)alkyl;
[0121] R, and R; are independently H;
[0122] R,is H;
[0123] Rsis H;
[0124] the sulfonyl group with R, is represented by Rg;
[0125] the remaining R,-R,, are H;
[0126] R,5 is C(1-6)alkyl, all carbon atoms of alkyl

groups optionally substituted with one or more F;
[0127] and R, is C(1-6)alkyl, all carbon atoms of alkyl
groups optionally substituted with one or more F.
[0128] In one embodiment the invention also relates to a
compound according to Formula I wherein:
[0129] A, or A , is N, the remaining position A being
CRy; or CR 4
[0130] A,, and A, are respectively CR,, and CR;;
[0131] A4 A, Ag, A, are N or CR4, CR,, CR,, CR,,
respectively, with the proviso that at least one but no
more than two of the four positions Ain A, A, Ag, A,
is N;

[0132] A;is CRy;

[0133] R, is cyclopropylmethyl;
[0134] R, and R, are independently H;
[0135] R,is H;

[0136] R,isH;
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[0137] the sulfonyl group with R, is represented by Rg;
[0138] the remaining R4-R,, are H;
[0139] R,sis CF;;
[0140] and R4 is methyl or CFj.
[0141] The invention also relates to a compound according

to Formula I wherein R, is C(3-6)cycloalkylC(1-3)alkyl or
(di)C(3-6)cycloalkylamino with all carbon atoms of alkyl
groups optionally substituted with one or more F and all
carbon atoms of cycloalkyl groups optionally substituted
with one or more F or methyl; In one embodiment the
invention also relates to a compound according to Formula
I wherein R, is C(3-6)cycloalkylC(1-3)alkyl with all carbon
atoms of cycloalkyl groups optionally substituted with one
or more F or methyl.

[0142] In one embodiment the invention also relates to a
compound according to Formula I wherein R, is cyclopro-
pylmethyl, (methylcyclopropyl)methyl, (difluorocyclopro-
pyDmethyl.

[0143] In one embodiment the invention also relates to a
compound according to Formula I wherein R, is cyclopro-
pylmethyl.

[0144] The invention also relates to a compound according
to Formula I wherein R, and R; independently are H.
[0145] The invention also relates to a compound according
to Formula I wherein R, is H.

[0146] The invention also relates to a compound according
to Formula I wherein Ry is H, hydroxyethyl, methoxyethyl,
C(1-6)alkyl or C(2-5)heterocycloalkylC(1-3)alkyl.

[0147] Inanother embodiment the invention also relates to
a compound according to Formula I wherein R is H,
hydroxyethyl, methoxyethyl, methyl, isopropyl or oxetanyl-
methyl.

[0148] Inanother embodiment the invention also relates to
a compound according to Formula I wherein R5 is H or
C(1-6)alkyl.

[0149] In another embodiment, R in Formula I is H.

[0150] In another embodiment, R in Formula I is methyl
or isopropyl.

[0151] In another embodiment, Ry in Formula I is
hydroxyethyl.

[0152] In another embodiment, Ry in Formula 1 is
methoxyethyl.

[0153] In another embodiment, R5 in Formula I is oxeta-
nylmethyl.

[0154] The invention also relates to a compound according

to Formula I wherein one of the groups R, Rg, R, is the
sulfonyl group with R, attached to it and the others including
Rg and R, are independently H or C(1-6)alkyl.

[0155] The invention also relates to a compound according
to Formula I wherein one of the groups Ry is the sulfonyl
group with R, attached to it and R, R, Ry and R, are
independently H or C(1-6)alkyl.

[0156] The invention also relates to a compound according
to Formula I wherein one of the groups R, is the sulfonyl
group with R, attached to it and R, R, Ry and R, are
independently H or methyl.

[0157] In another embodiment the sulfonyl group is rep-
resented by Ry, i.e. the sulfonyl group is attached at the para
position of the aryl ring.

[0158] The invention also relates to a compound according
to Formula I wherein R, -R, , are independently H, halogen,
C(1-3)alkoxy or C(1-6)alkyl.

[0159] In one embodiment the invention also relates to a
compound according to Formula I wherein R,,-R,, are
independently H, Cl, F, methoxy or methyl.
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[0160] In one embodiment the invention also relates to a
compound according to Formula I wherein R,,-R,, are
independently H.

[0161] In one embodiment the invention also relates to a
compound according to Formula I wherein R,,-R,, are
independently Cl.

[0162] In one embodiment the invention also relates to a
compound according to Formula I wherein R,,-R,, are
independently F.

[0163] In one embodiment the invention also relates to a
compound according to Formula I wherein R,,-R,, are
independently methoxy.

[0164] In one embodiment the invention also relates to a
compound according to Formula I wherein R,,-R,, are
independently methyl.

[0165] In one embodiment the invention also relates to a
compound according to Formula I wherein A, -A,, are
carbon atoms.

[0166] In one embodiment the invention also relates to a
compound according to Formula I wherein A,; or A,, is
nitrogen, the remaining position A being a carbon.

[0167] In one embodiment the invention also relates to a
compound according to Formula I wherein A, or Ay is N, the
remaining position A being a carbon.

[0168] In one embodiment the invention also relates to a
compound according to Formula I wherein Ag or A, is N,
the remaining position A being a carbon.

[0169] In one embodiment the invention also relates to a
compound according to Formula [ wherein Ag and A |, is N,
the remaining position A being a carbon.

[0170] In one embodiment the invention also relates to a
compound according to Formula I wherein A, and A, is N,
the remaining position A being a carbon.

[0171] In one embodiment the invention also relates to a
compound according to Formula I wherein A; and A, or A,
and A, is N, the remaining positions A being a carbon.
[0172] In one embodiment the invention also relates to a
compound according to Formula I wherein A, and A, or A,
and A, is N, the remaining positions A being a carbon. In
one embodiment the invention also relates to a compound
according to Formula I wherein A, or A, and A, or A is
N, the remaining positions A being a carbon.

[0173] The invention also relates to a compound according
to Formula I wherein R, 5 is C(1-6)alkyl or C(3-6)cycloalkyl,
all groups optionally substituted with one or more F, C(1-
2)alkoxy or cyano;

[0174] and R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-
6)cycloalkylC(1-3)alkyl, C(6-10)aryl, C(2-5)heterocy-
cloalkyl or C(2-5)heterocycloalkyl-C(1-3)alkyl, all
groups optionally substituted with one or more F,
C(1-2)alkoxy or cyano.

[0175] In one embodiment the invention also relates to a
compound according to Formula I wherein R, is C(1-6)
alkyl or C(3-6)cycloalkyl, all groups optionally substituted
with one or more F;

[0176] and R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-
6)cycloalkylC(1-3)alkyl or C(6-10)aryl, all groups
optionally substituted with one or more F.

[0177] In one embodiment the invention also relates to a
compound according to Formula I wherein R, is CF; or
cyclopropyl;

[0178] and R, is methyl, CF;, ethyl, propyl, isobutyl,
3-methylbutyl, cyclopropyl, cyclopentyl, cyclopentyl-
methyl, cyclohexylmethyl or phenyl.
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[0179] In one embodiment the invention also relates to a
compound according to Formula I wherein R 5 and R4 are
both CF;.

[0180] In one embodiment the invention also relates to a
compound according to Formula I wherein either R, 5 or R ¢
is CF;.

[0181] In one embodiment the invention also relates to a
compound according to Formula I wherein R, 5 is CF; and
R, 1s C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC(1-
3)alkyl or C(6-10)aryl, all groups optionally substituted with
one or more F.

[0182] In one embodiment the invention also relates to a
compound according to Formula I wherein R is CF; and
R, is methyl, CF;, ethyl, propyl, isobutyl, 3-methylbutyl,
cyclopropyl, cyclopentyl, cyclopentylmethyl, cyclohexylm-
ethyl or phenyl.

[0183] In one embodiment the invention also relates to a
compound according to Formula I wherein R is CF; and
R, is C(1-6)alkyl with all carbon atoms of the alkyl groups
optionally substituted with one or more F.

[0184] In one embodiment the invention also relates to a
compound according to Formula I wherein R, 5 is CF; and
R, is methyl, CF;, ethyl, propyl, isobutyl or 3-methylbutyl.
[0185] In one embodiment the invention also relates to a
compound according to Formula I wherein R, 5 is CF; and
R, s C(3-6)cycloalkyl.

[0186] In one embodiment the invention also relates to a
compound according to Formula I wherein R, 5 is CF; and
R, is cyclopropyl or cyclopentyl.

[0187] In one embodiment the invention also relates to a
compound according to Formula I wherein R, 5 is CF; and
R, 1s C(3-6)cycloalkylC(1-3)alkyl.

[0188] In one embodiment the invention also relates to a
compound according to Formula I wherein R, 5 is CF; and
R, is cyclopentylmethyl or cyclohexylmethyl.

[0189] In one embodiment the invention also relates to a
compound according to Formula I wherein R, 5 is CF; and
R4 i1s C(6-10)aryl.

[0190] In one embodiment the invention also relates to a
compound according to Formula I wherein R, 5 is CF; and
R,¢ is phenyl.

[0191] The invention also relates to a compound according
to Formula I wherein Ry is H, R;5 is CF; and R, is
C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC(1-3)alkyl
or C(6-10)aryl, with all carbon atoms of the alkyl groups
optionally substituted with one or more F.

[0192] In one embodiment the invention also relates to a
compound according to Formula I wherein Ry is H, R;5 is
CF; and R ¢ is methyl, CF;, ethyl, propyl, isobutyl, 3-meth-

ylbutyl, cyclopropyl, cyclopentyl, cyclopentylmethyl,
cyclohexylmethyl or phenyl.
[0193] In one embodiment the invention also relates to a

compound according to Formula I wherein Ry is H, R;5 is
CF; and R, 4 is C(1-6)alkyl with all carbon atoms of the alkyl
groups optionally substituted with one or more F.

[0194] In one embodiment the invention also relates to a
compound according to Formula I wherein Ry is H, R;5 is
CF; and R4 is methyl, CF;, ethyl, isobutyl, propyl or
3-methylbutyl.

[0195] In one embodiment the invention also relates to a
compound according to Formula I wherein Ry is H, R;5 is
CF; and R4 is C(3-6)cycloalkyl.
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[0196] In one embodiment the invention also relates to a
compound according to Formula I wherein Ry is H, R;5 is
CF; and R4 is cyclopentyl.

[0197] In one embodiment the invention also relates to a
compound according to Formula I wherein R is H, R is
CF; and R4 is C(3-6)cycloalkylC(1-3)alkyl.

[0198] In one embodiment the invention also relates to a
compound according to Formula I wherein R is H, R is
CF; and R4 is cyclopentylmethyl or cyclohexylmethyl.

[0199] In one embodiment the invention also relates to a
compound according to Formula I wherein R is H, R is
CF; and R4 is C(6-10)aryl.

[0200] In one embodiment the invention also relates to a
compound according to Formula I wherein Ry is H, R;5 is
CF; and R4 is phenyl.

[0201] In one embodiment the invention also relates to a
compound according to Formula I wherein Ry is H, R;5 is
cyclopropyl and R is cyclopropyl.
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[0202] In one embodiment the invention also relates to a
compound according to Formula I wherein R is methyl or
isopropyl, R, is CF; and R, 4 is CF;.

[0203] The invention also relates to those compounds
wherein all specific definitions for A through A o, A,
through A ,, R, through R, and all substituent groups in
the various aspects of the inventions defined here above
occur in any combination within the definition of the com-
pound of Formula 1.

[0204] In another aspect the invention relates to com-
pounds of Formula I which have a pIC50 around 5 or higher.
In yet another aspect the invention relates to compounds
according to Formula I with a pIC50 of more than 6. In yet
another aspect the invention relates to compounds according
to Formula I with a pIC50 of more than 7.

[0205] In yet another aspect the invention resides in the
compounds according to Formula I selected as described in
examples 1 to 39.

[0206] Among the compounds according to the invention,
mention may be made especially of the compounds below:

Structure

TUPAC name

No
F
! F
F
HO
HN
2

2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide

A
| 0
N S o
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[2,2,2-trifluoro- 1-methoxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
AN
| o
A~
N Sa
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-continued
No Structure TUPAC name
3 F F F 2-[6-(cyclopropylmethylsulfonyl)-3-
F pyridyl]-N-[3-methyl-[4-[2,2,2-trifluoro-1-
hydroxy-1-(trifluoromethyl)ethyl|phenyl]
F acetamide
HO F
HN. O
X
| 0
N Sa o
4 F F F 2-[6-(cyclopropylmethylsulfonyl)-3-

F pyridyl]-N-[3-fluoro-4-[2,2,2-trifluoro-1-
hydroxy-1-(trifluoromethyl)ethyl|phenyl]
F acetamide
HO F
F

5 F N-[3-chloro-4-[2,2,2-trifluoro-1-hydroxy-1-

F F F (trifluoromethyl)ethyl]phenyl]-2-[6-
(cyclopropylmethylsulfonyl)-3-pyridyl]
F acetamide
HO F
Cl
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-continued
No Structure TUPAC name
6 F F F 2-[6-(cyclopropylmethylsulfonyl)-3-
F pyridyl]-N-[3-methoxy-[4-[2,2,2-trifluoro-
1-hydroxy-1-(trifluoromethyl)ethyl]phenyl]
F acetamide
HO F
O
~
HN O
x
| 0
N RESS o
7 F 2-[6-(cyclopropylmethylsulfonyl)-3-

pyridyl]-N-[2-methyl-4-[2,2,2-trifluoro-
1-hydroxy-1-(trifluoromethyl)ethyl]phenyl]
acetamide

2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[2-fluoro-4-[2,2,2-trifluoro-
1-hydroxy-1-(trifluoromethyl)ethyl]phenyl]
acetamide
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-continued
No Structure TUPAC name
9 F F F 2-[6-(cyclopropylmethylsulfonyl)-3-
F pyridyl]-N-[2-methoxy-4-[2,2,2-trifluoro-
1-hydroxy-1-(trifluoromethyl)ethyl]phenyl]
F acetamide
HO F
o
HN. O
AN
| o
a |
N Sa o
10 2-[6-(cyclopropylmethylsulfonyl)-3-

pyridyl]-N-[5-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide

HN 0
AN
| 0
P
N S

11 F
F N-[4-[1-hydroxy-1-(trifluoromethyl)butyl]
phenyl]acetamide
F
HO

HN O
f@
N/

S

=0

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-

e}

§O
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-continued
No Structure TUPAC name
12 r F 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
N-[4-[1-hydroxy-3-methyl-1-(trifluoromethyl)
butyl]phenyl]acetamide
F
HO
HN O
x
| 0
N S = o
13 r F 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
N-[4-[1-hydroxy-4-methyl-1-(trifluoromethyl)
pentyl]phenyl]acetamide
F
HO
HN O
X
| 0
N Sz o
14 F N-[4-(1-cyclopentyl-2,2,2-trifluoro-1-hydroxy-
F ethyl)phenyl]-2-[6-(cyclopropylmethylsulfonyl)-
3-pyridyl]acetamide
F
HO
HN.

O
=
f@o
P
N

SQO

Feb

.7,2019



-continued
No Structure TUPAC name
15 F F N-[4-[1-cyclopentylmethyl-2,2,2-trifluoro-1-
hydroxy-ethyl]phenyl]-2-[6-(cyclopropylmethyl-
sulfonyl)-3-pyridyl]acetamide
F
HO
HN O
x
| 0
N Sz o
16 F N-[4-[1-(cyclohexylmethyl)-2,2,2-trifluoro-1-
F hydroxy-ethyl]phenyl]-2-[6-
(cyclopropylmethylsulfonyl)-3-pyridyl]acetamide
F
HO
HN O
AN
| 0
N Sa o
17 F F 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
N-[5-(2,2,2-trifluoro-1-hydroxy-1-methyl-
ethyl)-2-pyridyl]acetamide
F
HO
D
N P
HN O
\
| o
N Sz

o)
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-continued
No Structure TUPAC name
18 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
N-[4-[dicyclopropyl(hydroxy)methyl]pheny!]
acetamide
HO
HN O
A
| 0
P |
Sz

19 F
F
F
HO
HN

N
O
e
(Qo
A
N

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
N-[4-(2,2,2-trifluoro-1-hydroxy-1-phenyl-
ethyl)phenyl]acetamide

20: 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
N-[4-[1-hydroxy-1-(trifluoromethyl)propyl]
phenyl]acetamide(racemate)

(=)-20: (-)-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
(levogyre enantiomer)

(+)-20: (+)-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
(dextrogyre enantiomer)

Feb

.7,2019
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13

-continued

No Structure

TUPAC name

21 F F

\

22 F
(+)-22
)22 :

2-[6-[(2-methyleyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide

22: 2-[6-[(2,2-difluorocyclopropyl)methyl-
sulfonyl]-3-pyridyl]-N-[4-[2,2,2-trifluoro-1-
hydroxy-1-(trifluoromethyl)ethyl|phenyl]
acetamide (racemate)

(+)-22: (+)-2-[6-[(2,2-diflucrocyclopropyl)
methylsulfonyl]-3-pyridyl]-N-[4-[2,2,2-
trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (dextrogyre enantiomer)
(=)-22: (=)-2-[6-[(2,2-diflucrocyclopropyl)
methylsulfonyl]-3-pyridyl]-N-[4-[2,2,2-
trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (levogyre enantiomer)
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-continued
No Structure TUPAC name
23 F F F 2-[6-(cyclopropylmethylsulfonyl)-4-methyl-3-
F pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
HO F
HN O
\
| 0
N S o

24 F F F 2-[6-(cyclopropylmethylsulfonyl)-2-methyl-3-
F pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
HO F
HN O
x
| 0
N Sz o
25 F F 2-[6-(cyclopropylmethylsulfonyl)-5-methyl-3-
F F pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
HO F
HN O
=
| 0
N S

§O

v
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-continued
No Structure TUPAC name
26 r F F 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
F N-[4-[2,2,2-trifluoro-1-(oxetan-3ylmethoxy)-1-
F (trifluoromethyl)ethyl]phenyl]acetamide
o) F
¢}
HN O
A
| 0
N Sz o
27 r F F 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
F N-[4-[2,2,2-trifluoro-1-(2-methoxyethoxy)-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
/_/ O F
—O0
HN O
AN
| 0
N Sz o
28 F F F 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
F N-[4-[2,2,2-trifluoro-1-(2-hydroxyethoxy)-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
O F
HO
HN O
X
| 0
N S

Feb
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-continued
No Structure TUPAC name
29 F F F 2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
F N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
HO F
HN O
AN
| 0
N~
Sz o
30 r F F 2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
F F N-[4-[2,2,2-trifluoro-1-isopropoxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
0 F
HN O
AN
| 0
N~
RESS o
31 F F F 2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
F N-[3-methyl-4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
HO F
HN. O
X
| 0
N A
Sax o
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-continued
No Structure TUPAC name
32 F F F 2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
F N-[3-fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
HO F
F.
HN O
x
| 0
N~

S§O

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
N-[4-[dicyclopropyl(hydroxy)methyl]pheny!]
acetamide

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
N-[4-[2,2,2-trifluoro-1-methoxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
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-continued
No Structure TUPAC name
35 r F F 2-[5-(cyclopropylmethylsulfonyl)pyrimidin-2-
F F y1]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
HO F
HN O
N
x
| 0
A
Sam o
36 F F F 2-[5-(cyclopropylmethylsulfonyl)pyrazin-2-yl]-
F N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
HO F
HN. O
X N
| 0
N A
Sa o
37 F F F 2-[6-(cyclopropylmethylsulfonyl)pyridazin-3-
F y1]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
HO F
HN. O
AN
PN
N Z
N

SQO

Feb. 7, 2019
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-continued
No Structure TUPAC name
38 F F 2-[2-(cyclopropylmethylsulfonyl)pyrimidin-5-
F F y1]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide
F
HO F
HN. O
Xy
| 0
N Sa o
[0207] The compounds of Formula I can form salts, which

are also within the scope of this invention. Reference to a
compound of Formula I herein is understood to include
reference to salts thereof, unless otherwise indicated.
[0208] The compounds of Formula I may contain asym-
metric or chiral centers and, therefore, exist in different
stereoisomeric forms. It is intended that all stereoisomeric
forms of the compounds of Formula I as well as mixtures
thereof, including racemic mixtures, form part of the present
invention.

[0209] Diastereomeric mixtures can be separated into their
individual diastereomers on the basis of their physical
chemical differences by methods well known to those skilled
in the art, such as, for example, chromatography and/or
fractional crystallization. Enantiomers can be separated by
converting the enantiomeric mixture into a diastereomeric
mixture by reaction with an appropriate optically active
compound (e.g. chiral auxiliary such as a chiral alcohol or
Mosher’s acid chloride), separating the diastereomers and
converting (e.g. hydrolyzing) the individual diastereomers
to the corresponding pure enantiomers. Enantiomers can
also be separated by use of chiral HPLC column.

[0210] The skilled artisan will recognize that desirable
IC50 values are dependent on the compound tested. For
example, a compound with an IC50 value less than 107> M
is generally considered a candidate for drug selection. Pref-
erably, this value is lower than 10~° M. However, a com-
pound which has a higher IC50 value, but is selective for the
particular receptor, may even be a better candidate.

[0211] The compounds of the invention inhibit RORy
activity. Modulation of RORy activity can be measured
using for example biophysical (natural) ligand displacement
studies, biochemical AlphaScreen or FRET assays, cellular
GALA4 reporter gene assays, cellular IL.-17 promoter reporter
assay or functional IL-17 ELISA assays using for example
mouse splenocytes or human peripheral blood mononuclear
cells (PBMCs) cultured under T,17 polarizing conditions.

[0212] In such assays, the interaction of a ligand with
RORy can be determined by measuring, for example, the

ligand modulated interaction of cofactor-derived peptides
with the RORy ligand binding domain, or measuring the
gene products of ligand modulated RORy mediated tran-
scription using, for example, luciferase reporter assays or
IL-17 ELISA assays.

[0213] The present invention also relates to a pharmaceu-
tical composition comprising compounds or pharmaceuti-
cally acceptable salts thereof having the general Formula I
in admixture with pharmaceutically acceptable excipients
and optionally other therapeutic agents. The excipients must
be “acceptable” in the sense of being compatible with the
other ingredients of the composition and not deleterious to
the recipients thereof.

[0214] The invention further includes a compound of
Formula I in combination with one or more other drug(s).
[0215] Compositions include e.g. those suitable for oral,
sublingual, subcutaneous, intravenous, intramuscular, topi-
cal, nasal, local, or rectal administration, and the like, all in
unit dosage forms for administration.

[0216] For oral administration, the active ingredient may
be presented as discrete units, such as tablets, capsules,
powders, granulates, solutions, suspensions, and the like.
[0217] For parenteral administration, the pharmaceutical
composition of the invention may be presented in unit-dose
or multi-dose containers, e.g. injection liquids in predeter-
mined amounts, for example in sealed vials and ampoules,
and may also be stored in a freeze dried (lyophilized)
condition requiring only the addition of sterile liquid carrier,
e.g. water, prior to use.

[0218] Mixed with such pharmaceutically acceptable
excipients, the active agent may be compressed into solid
dosage units, such as pills, tablets, or be processed into
capsules or suppositories. By means of pharmaceutically
acceptable liquids the active agent can be applied as a fluid
composition, e.g. as an injection preparation, in the form of
a solution, suspension, emulsion, or as a spray, e.g. a nasal
spray.

[0219] For making solid dosage units, the use of conven-
tional additives such as fillers, colorants, polymeric binders
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and the like is contemplated. In general any pharmaceuti-
cally acceptable additive which does not interfere with the
function of the active compounds can be used. Suitable
carriers with which the active agent of the invention can be
administered as solid compositions include lactose, starch,
cellulose derivatives and the like, or mixtures thereof, used
in suitable amounts. For parenteral administration, aqueous
suspensions, isotonic saline solutions and sterile injectable
solutions may be used, containing pharmaceutically accept-
able dispersing agents and/or wetting agents, such as pro-
pylene glycol or butylene glycol.

[0220] The invention further includes a pharmaceutical
composition, as hereinbefore described, in combination with
packaging material suitable for said composition, said pack-
aging material including instructions for the use of the
composition for the use as hereinbefore described.

[0221] The exact dose and regimen of administration of
the active ingredient, or a pharmaceutical composition
thereof, may vary with the particular compound, the route of
administration, and the age and condition of the individual
subject to whom the medicament is to be administered.
[0222] In general parenteral administration requires lower
dosages than other methods of administration which are
more dependent upon absorption. However, a dosage for
humans preferably contains 0.0001-100 mg per kg body
weight. The desired dose may be presented as one dose or as
multiple sub-doses administered at appropriate intervals
throughout the day.

[0223] The compounds according to the invention can be
used in therapy.

[0224] A further aspect of the invention resides in the use
of compounds according to the invention or a pharmaceu-
tically acceptable salt thereof for the treatment of RORy-
mediated diseases or RORy mediated conditions.

[0225] The compounds according to the invention can be
used in as medicament.

[0226] Another aspect of the invention resides in the use
of compounds having the general Formula I or a pharma-
ceutically acceptable salt thereof for the treatment of auto-
immune diseases, in particular those diseases in which Th17
cells and non-Th17 cells, which express Th17 hallmark
cytokines play a prominent role. These include, but are not
limited to, the treatment of rheumatoid arthritis, psoriasis,
inflammatory bowel disease, Crohn’s disease and multiple
sclerosis.

[0227] In another aspect, compounds having the general
Formula I or a pharmaceutically acceptable salt thereof can
be used for treatment of inflammatory diseases in which
Th17 cells and/or non-Th17 cells, which express Th17
hallmark cytokines play a prominent role such as, but not
limited to respiratory diseases, osteoarthritis and asthma.
Also, compounds or a pharmaceutically acceptable salt
thereof having the general Formula I can be used for
treatment of infectious diseases in which Th17 cells and/or
non-Th17 cells, which express Th17 hallmark cytokines
play a prominent role such as, but not limited to mucosal
leishmaniasis.

[0228] Compounds having the general Formula I or a
pharmaceutically acceptable salt thereof can also be used for
treatment of other diseases in which Th17 cells and/or
non-Th17 cells, which express Th17 hallmark cytokines
play a prominent role such as, but not limited to Kawasaki
disease and Hashimoto’s thyroiditis.

[0229] In yet another aspect the invention resides in the
use of compounds having the general Formula I for the
treatment of multiple sclerosis, inflammatory bowel disease,
Crohn’s disease, psoriasis, rheumatoid arthritis, asthma,
osteoarthritis, Kawasaki disease, Hashimoto’s thyroiditis,
cancer and mucosal leishmaniasis.
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[0230] In another aspect, the compounds according to the
invention can be used in therapies to treat or prevent
multiple sclerosis, inflammatory bowel disease, Crohn’s
disease, psoriasis, rheumatoid arthritis, asthma, osteoarthri-
tis, Kawasaki disease, Hashimoto’s thyroiditis, cancer and
mucosal leishmaniasis.

[0231] In another aspect the compounds according to the
invention can be used to treat or prevent psoriasis.

[0232] In yet another aspect the compounds according to
the invention can be used to treat inflammatory bowel
disease.

[0233] The invention is illustrated by the following
examples.

EXEMPLIFICATION
[0234] As depicted in the Examples below, in certain

exemplary embodiments, compounds are prepared accord-
ing to the following general procedures. It will be appreci-
ated that, although the general methods depict the synthesis
of certain compounds of the invention, the following general
methods, and other methods known to one skilled in the art,
can be applied to all compounds and subclasses and species
of each of these compounds, as described herein.

General Methods of Preparation.

[0235] The compounds described herein, including com-
pounds of general Formula I, building blocks I, III, IV and
V can be readily prepared according to the following reac-
tion schemes and examples, or modifications thereof, using
readily available starting materials, reagents and conven-
tional synthesis procedures. Many of the reactions can also
be carried out under microwave conditions or using con-
ventional heating or utilizing other technologies such as
solid phase reagents/scavengers or flow chemistry. For
example, hydrogenation reactions can be performed using a
continuous flow chemistry apparatus such as the H-Cube
Pro® from ThalesNano Nanotechnology company in Buda-
pest, Hungary. In these reactions, it is also possible to make
use of variants which are themselves known to those skilled
in the art, but are not mentioned in greater detail. For
example, where specific acids, bases, reagents, coupling
agents, solvents, etc. are mentioned, it is understood that
other suitable acids, bases, reagents, coupling agents, sol-
vents etc. may be used and are included within the scope of
the present invention. Furthermore, other methods for pre-
paring compounds of the invention will be readily apparent
to a person of ordinary skill in the art in light of the
following reaction schemes and examples. In cases where
synthetic intermediates and final products contain poten-
tially reactive functional groups, for example amino,
hydroxyl, thiol and carboxylic acid groups that may interfere
with the desired reaction, it may be advantageous to employ
protected forms of the intermediate. Methods for the selec-
tion, introduction and subsequent removal of protecting
groups are well known to those skilled in the art. The
compounds obtained by wusing the general reaction
sequences may be of insufficient purity. The compounds can
be purified by using any of the methods of purification of
organic compounds, for example, crystallization or silica gel
or alumina column chromatography, using different solvents
in suitable ratios. All possible stereoisomers are envisioned
within the scope of the invention. In the discussion below
variables have the meaning indicated above unless otherwise
indicated.

[0236] The abbreviations used in these experimental
details are listed below and additional ones should be
considered known to a person skilled in the art of synthetic
chemistry.
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[0237] Abbreviations used herein are as follow: HATU:
2-(7-Aza-1H-benzotriazole-1-y1)-1,1,3,3-tetramethyluro-
nium hexafluorophosphate; DMF: Dimethylformamide;
DiPEA: Diisopropylethylamine; DMAP: 4-(dimethylamino)
pyridine; CH,Cl,, DCM: dichloromethane; DCC: N,N'-
Dicyclohexylcarbodiimide; mCPBA: 3-chloroperoxyben-
zoic acid; TFA: Trifluoroacetic acid; TFAA: Trifluoroacetic
anhydride; THF: Tetrahydrofuran; DMSO: Dimethylsulfox-
ide; PTSA: p-Toluenesulfonic acid; PyBOP: (Benzotriazol-
1-yloxy)tripyrrolidinophosphonium  hexafluorophosphate;
EtOH: Ethanol; DIAD: Diisopropyl azodicarboxylate; TLC:
Thin Layer Chromatography; Pd(dba),: Bis(dibenzylide-
neacetone)palladium(0); PPh;: Triphenyl phosphine; NMP:
N-Methyl-2-pyrrolidinone; EDCI: 1-Ethyl-3-(3-dimethyl-
aminopropyl)carbodiimide hydrochloride; n-BuLi: n-Butyl
lithium; TBAF: Tetra-N-butylammonium fluoride; TMS:
Trimethylsilyl; NBS: N-bromosuccinimide; AIBN: 2,2'-azo-
bis(2-methylpropionitrile); DCE: dichloroethane; TMSCN:
trimethylsilyl cyanide; EtOAc: ethyl acetate; ACN, CH,CN:
acetonitrile; RT: room temperature; MeOH: methanol; Et;N,
TEA: triethylamine; NalO,: sodium periodate; K,COj:
potassium carbonate; MgSO,: magnesium sulfate;
NaBH;CN: sodium cyanoborohydride; NaCl: sodium chlo-
ride; NaHCO;: sodium bicarbonate; Na,CO;: sodium car-
bonate; Na,SO,: sodium sulfate; Na,SO;: sodium sulfite;
NH,Cl: ammonium chloride; NH,OAc: ammonium acetate;
TMSCF;:  Trifluoromethyltrimethylsilane; CsF: cesium
fluoride; H,O: water; HCL: hydrochloric acid; CuOSO,CF;:
copper(]) trifluoromethanesulfonate; Cu,O: copper(I) oxide;
NaOMe: sodium methoxide; NaOH: sodium hydroxide;
NH,OH: ammonium hydroxide; SOCI,: thionyl chloride;
Et,O: diethyl ether; DBU: 2,3,4,6,7,8,9,10-octahydropy-
rimido[1,2-alazepine; KH,PO,: potassium dihydrogen
phosphate; TES: triethylsilyl; AlMe;: trimethylalumane;
Pd(PtBu,),:  bis(tri-tert-butylphosphine)palladium  (0);
ZnF,: difluorozinc; TES: triethylsilyl.

[0238] Chemical names are preferred IUPAC names, gen-
erated using Accelrys Draw 4.1.

[0239] If a chemical compound is referred to using both a
chemical structure and a chemical name, and an ambiguity
exists between the structure and the name, the structure
predominates.

General Procedures

[0240]
Scheme 1:
o
X, 0
R15 R16
R3
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Building block 1T
Building block IIT
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-continued

Formula I

Conditions:

[0241] 1) EDCI, DMAP, DCM.

[0242] Scheme 1 demonstrates two alternative routes for
the preparation of derivatives of Formula I wherein R,, R,,
R3s R4s RS: RlSs R16s A6s A7s AS: A95 AlO Alls Alzs A13 and
A, , are as defined for compounds of Formula 1.

[0243] Compounds of the invention can for example be
obtained by an amide coupling reaction between a pheny-
lacetic acid derivative of building block II (X,=OH) and an
aniline derivative of building block III, using a coupling
reagent such as EDCI, HATU, DCC or PyBOP or the like,
in the presence of a suitable base such as DiPEA or DMAP.
The reaction is usually performed at room temperature but
it could be heated in certain cases to 60° C. under microwave
irradiation.

[0244] Alternatively, the phenylacetic acid derivative of
building block II (X,=0OH) can be converted into an acyl
chloride derivative of building block II (X,=Cl), using for
example SOCI, or oxalyl chloride. The obtained acyl chlo-
ride derivative of building block II (X,=Cl) can be coupled
with an aniline derivative of building block III in the
presence of a suitable base such as Et;N or the like.

[0245] Alternatively, when Rs=CH,CH,OH, the building
block III in which the hydroxyl group in Rs is protected as
an acetal, such as a tetrahydropyran-2-yl group, can be
condensed with building block II as described above fol-
lowed by deprotection of the protecting group under acidic
conditions to provide the derivatives of Formula I.
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Conditions:

[0246] 1) CuOSO,CF;, 1,2-diaminocyclohexane, DMSO,
125° C.; ii) R;SH, NaOMe, MeOH, 85° C., sealed tube; iii)
mCPBA, DCM, 0° C.->RT.

[0247] Scheme 2 demonstrates two alternative routes for
the preparation of derivatives of Formula I wherein R, R,,
Ry, Ry Rs, Rys. Ry Ay Agy Agy Ao A Ay, Agy, A5 and
A, , are as defined for compounds of Formula I.

[0248] Compounds of the invention can be obtained for
example by a coupling of an heteroaryl halide derivative
(X,=I, Br or Cl) of building block IV and a sulfinic acid salt
derivative of building block V such as a sodium sulfinate,
using a copper(l) catalyst such as copper(l) trifluorometh-
anesulfonate benzene complex, copper(l) iodide or the like,
in the presence of a suitable ligand such as trans-1,2-
diaminocyclohexane, phenanthroline, dimethylimidazolidi-

none, or the like. The reaction is performed by heating the
mixture in a polar solvent such as DMSO, DMF or the like
at temperature between 80 and 140° C. using microwave or
conventional heating conditions.

[0249] Alternatively, certain heteroaryl chloride deriva-
tives (X,=Cl) Of building block IV can be treated with a
thiol R,;SH, wherein R; has the meaning as previously
described, in presence of a base such as sodium methoxide
or the like, to give the corresponding thioether derivative 1,
which upon oxidation using mCPBA or the like can provide
derivatives of the invention having Formula 1.

[0250] Alternatively, when R.=H, the hydroxyl group of
the building block IV can be protected as silyl ether, such as
TES or the like. Subsequent deprotection, for example by
treatment with a fluoride source such as TBAF, provides the
derivatives of Formula I wherein Rs=H.
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Scheme 3:
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[0251] Conditions (R,, Ry=H): 1) alkyl halide, K,CO;,

CH,CN; ii)) mCPBA, DCM, 0° C.->RT; iii) NBS, AIBN,
DCE, 70° C.; iv) TMSCN, TBAF, CH;CN, reflux; v) NaOH,
reflux.
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[0252] Scheme 3 shows a general method for the prepa-
ration of building block II, wherein R,=R,=H and R,, A,
A, Ag, Ay, A, are as defined for compounds of Formula I.

[0253] Thiol derivatives 2 can be alkylated in the presence
of a suitable base such as potassium carbonate and oxidized
using mCPBA for example to give the corresponding sul-
fone derivatives 3, which upon radical bromination with
NBS in presence of a radical initiator such as AIBN provide
bromide derivatives 4. These bromide derivatives can be
converted to the corresponding nitrile derivatives 5 by
treating them with a cyanide source such as TMSCN or
potassium cyanide or the like. If TMSCN is used, it is
required to add a fluoride source such as TBAF or the like
to generate the cyanide nucleophile in situ. Hydrolysis of the
nitrile derivatives 5 can provide the corresponding carbox-
ylic acid derivatives of building block II wherein R, and R,
are H.

[0254] Some of the building blocks II are commercially
available, known or prepared according to methods known
to those skilled in the art.

R5
Br
| )\
R15 R16
A XA
Pori+iii i+ iv ”13 |12
———
N \A orii + iii +iv Ay /A“
1 12
Il | \|/
Ay A O N
f \n/ ~pa
HN\ (@]

Building block IIT

Conditions:

[0255] 1) (R,5, R,;,=CF;, R,=H), hexafluoroacetone
hydrate; ii) n-Buli, ketone; iii) DIAD, PPh;, DMAP, R,OH;
iv) deprotection.

[0256] Scheme 4 shows two general methods for the
preparation of (4-aminophenyl) methanol derivatives of
building block III, wherein R,, Rs, R;s, Ry, Ajq, Ajs, Ajs
and A, are as defined for compounds of Formula I.
[0257] If R, and R4 are both CF;, then heating the
aniline derivatives 6 in 1,1,1,3,3,3-hexafluoroacetone
hydrate as the solvent in a sealed tube in a microwave,
provides in one step 2-(4-aminophenyl)-1,1,1,3,3,3-
hexafluoropropan-2-ol derivatives (Rs=H) of building block
I

[0258] Alternatively, the 1,1,1,3,3,3-hexafluoropropan-2-
ol moiety can be introduced by treating suitable (N-pro-
tected)bromoaniline derivatives 7 with n-butyl lithium to
form the corresponding lithiated intermediate, which then
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can be converted by treatment with 1,1,1,3,3,3-hexafluoro-
acetone gas followed by deprotection of the amine moiety to
the desired 2-(4-aminophenyl)-1,1,1,3,3,3-hexatluoropro-
pan-2-ol derivatives (Rs=H) of building block III. This
method can also be used for the introduction of other tertiary
alcohols, by using e.g. dry dicyclopropylmethanone, dry
2,2 2-trifluoro-1-phenyl-ethanone or the like, as the corre-
sponding ketone.

[0259] The alcohol derivatives of building block III
(Rs=H) can, for example, be converted under Mitsunobu
conditions, using e.g. DIAD, PPh;, DMAP and a suitable
alcohol, to the corresponding ether derivatives of building
block III (Rs=e.g. alkyl, cycloalkyl).

Scheme 5
T™MS
/
(@)
o) R16 CFSjiRM
AT N, i AT NG oo
Il | —_— Il | _—
A14\(A11 A14\|/A11
X X
X=I BrorCl 9
8
RS
O/
CF; R16
ATz \AIZ
Il |
A14\|/A11
NH,
Building block IIT
Conditions:
[0260] 1) TMSCF,, CsF, Toluene/DCM; ii) NH,OH,

Cu, 0, NMP, 80° C., microwave; iii) DIAD, PPh;, DMAP,
R,OH.

[0261] Scheme 5 shows an alternative general method for
the preparation of 1-(4-aminophenyl)-2,2,2-trifluoroethanol
derivatives of building block III, wherein R5, R, A, A5,
A,; and A |, have the meaning as previously described and
R, is CF;.

[0262] Aryl or heteroaryl halide derivatives 8 (X=I, Br or
Cl) can be converted via a cesium fluoride or TBAF cata-
lyzed trifluoromethylation to the corresponding TMS pro-
tected 1-(4-aminophenyl)-2,2,2-trifluoroethanol derivatives
9, which can be transformed into the corresponding 1-(4-
aminophenyl)-2,2,2-trifluoroethanol derivatives III (R;=H)
by a copper catalyzed amination, using Cu,O for example in
the presence of ammonia. These alcohol derivatives of
building block III can, for instance, be converted under
Mitsunobu conditions, using e.g. DIAD, PPh;, DMAP and a
suitable alcohol, to the corresponding ether derivatives of
building block III (Rs=e.g. alkyl, cycloalkyl).
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[0263] Alternatively, when in the building block IIT Ry
contains a hydroxyl group, this group can be protected as an
acetal for example, such as a tetrahydropyran-2-yl group.
[0264] Some of the building blocks III are commercially
available, known or prepared according to methods known
to those skilled in the art.

Scheme 6:
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Building block IV
Conditions:
[0265] 1) EDCI, DMAP, DCM.
[0266] Scheme 6 shows two general methods for the

preparation of derivatives of building block IV, wherein X,
is Cl, Bror [ and R,, R5, R, Rg, Ry5, R, Ag, Ay, Ag, A,
Al Ay, Ajs, A and A |, are as defined for compounds of
Formula I.

[0267] The building blocks IV can be prepared by an
amide coupling reaction between a carboxylic acid deriva-
tive 10 (X,;=OH) and an aniline derivative of building block
111, using a coupling reagent such as EDCI, HATU, DCC, or
PyBOP or the like, in the presence of a suitable base such as
DiPEA or DMAP.

[0268] Alternatively, the carboxylic acid derivative 10
(X,=OH) can be converted into an acyl chloride derivative
of 10 (X,=Cl), using for example SOC]l, or oxalyl chloride.
The obtained acyl chloride derivative of 10 (X,=CI) can be
coupled with an aniline derivative of building block III are
as defined for compounds of Formula I, in the presence of
a suitable base such as Et;N or the like.

[0269] Alternatively, an ester derivative 10 (X,=0OMe) can
be condensed with an aniline derivative of building block III
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in the presence of a suitable Lewis acid such as AIMe; or the
like, to provide the building blocks IV.

[0270] Alternatively, when R,=H, the building block III
can be protected as silyl ether, such as TES or the like. As
a consequence, the resulting building blocks IV can also be
protected.

Scheme 7:
L Rl\
//O i S=0
5 - /
/\b o
cl Na*
1 Building block V
Conditions:
[0271] i) Na,SO,, NaHCO,, H,0, 50° C.

[0272] Scheme 7 shows a general reaction scheme for the
preparation of building blocks V wherein R, has the mean-
ing as previously described.

[0273] Sulfonyl chloride derivatives 11 can be converted
to sodium sulfinate derivatives of building block V by
treatment with sodium sulfite in water in the presence of a
suitable base such as sodium bicarbonate.

[0274] Some of the building blocks V are commercially
available, known or prepared according to methods known
to those skilled in the art.
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Building block IT
R, -R;—H
[0275] Conditions (R,, Ry=H): 1) alkyl halide, K,CO;,

CH,CN, DMF; ii) (CH,);CSi(CH,),0C(OCH;)—CH,,
Pd(PtBu;),, ZnF,, DMF, 100° C., microwave; iii) mCPBA,
DCM, 0° C.->RT; iv) NaOH, THF, MeOH.

[0276] Thiol derivatives 12 can be alkylated in the pres-
ence of a suitable base such as potassium carbonate to give
the corresponding thioether derivatives 13 substituted with a
halogen X,=I, Br, Cl. These halide derivatives can be
converted to the corresponding the corresponding carbox-
ylic acid derivatives of building block II wherein R, and R,
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are H by a Heck coupling with tert-butyl-(1-methoxyviny-
loxy)-dimethyl-silane catalyzed, for example by Pd(PtBu,),
and ZnF,, followed by oxydation of the thioether into the
sulfone and hydrolysis of the ester.

[0277] Some of the building blocks II are commercially
available, known or prepared according to methods known
to those skilled in the art.

Building Block 1I-1
[0278]

7

II-1: 2-[6-(cyclopropylmethylsul fonyl)-3-pyridyl]acetic acid.

AN
/Z
—un=0

HO —

o

¢}

[0279] 1) To a suspension of S-methylpyridine-2-thiol (3 g)
and K,CO; (6.59 g) in ACN (30 mL) was added (bromom-
ethyl)cyclopropane (2.48 mL). After stirring overnight at
RT, the reaction mixture was filtered and concentrated under
reduced pressure. The residue was taken up in DCM, washed
with water, filtered on a water repellent filter cartridge and
concentrated under reduced pressure to obtain 4.35 g of the
2-(cyclopropylmethylsulfanyl)-5-methyl-pyridine.
MS(ES*) m/z 180.0 [M+H]*.

[0280] 1ii) To a cooled (0° C.) solution of the product
obtained in the previous step (3.3 g) in DCM (50 mL) was
added portionwise mCPBA (9.94 g). After stirring overnight
at RT, DCM was added followed by a saturated aqueous
solution of K,CO;. The mixture was stirred for 1 hour, the
organic layer was separated, washed twice with water and
concentrated under reduced pressure to obtain 3.85 g of the
2-(cyclopropylmethylsulfonyl)-5-methyl-pyridine.
MS(ES*) m/z 212.0 [M+H]".

[0281] iii) To a solution of the product obtained in the
previous step (610 mg) in DCE (10 mL), was added AIBN
(50 mg) followed by NBS (514 mg). The reaction mixture
was heated to 70° C. for 7 hours and concentrated under
reduced pressure. Water was added to the residue and it was
extracted with DCM. The extract was filtered on a water
repellent filter cartridge, concentrated under reduced pres-
sure and purified by column chromatography on silica gel
using 10% EtOAc in heptane as the eluent to obtain 210 mg
of the 5-(bromomethyl)-2-(cyclopropylmethylsulfonyl)pyri-
dine. MS(ES™) m/z 289.9 [M+H]".

[0282] iv) To a solution of the product obtained in the
previous step (200 mg) in ACN (10 mL) was added TMSCN
(102 mg) and a 1N solution of TBAF in THF (1 mL). The
reaction mixture was heated to reflux for 5 minutes, poured
into a diluted aqueous solution of ammonia, extracted with
EtOAc and concentrated under reduced pressure. The crude
product was purified by column chromatography on silica
gel using 20% EtOAc in heptane as the eluent to obtain 90
mg of the 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]ac-
etonitrile. MS(ES*) m/z 237.0 [M+H]™".

[0283] v) To the product obtained in the previous step (90
mg) was added an aqueous 15% w/w NaOH solution (2.5
ml). The reaction mixture was refluxed for 30 minutes.
After allowing to cool down to RT, water and an aqueous 2N
HCI solution (3 mL) were added and it was extracted three
times with ether then twice with EtOAc. The extracts were
concentrated under reduced pressure, taken into DCM, fil-
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tered on a water repellent filter cartridge and concentrated
under reduced pressure to obtain 70 mg of the expected
product. MS(ES*) m/z 256.0 [M+H]*.

Building Block 1I-2
[0284]

II-2: 2-[6-[(2-methylcyclopropyl)methylsulfonyl]-3-pyridyl]acetic acid

[0285] 1) To a suspension of 5-bromopyridine-2-thiol (600
mg) and K,CO; (881 mg) in ACN (10 mL) were added
1-(bromomethyl)-2-methyl-cyclopropane (545 mg) drop-
wise and DMF (2 mL). After stirring 2 hours at RT, Et,O
(100 mL) was added to the reaction mixture and the organic
layer was washed with water (100 mL.), with brine (100 mL),
dried over Na,SO,, filtered and concentrated under reduced
pressure to obtain 790 mg of 5-bromo-2-[(2-methylcyclo-
propyDmethylsulfanyl|pyridine. The crude product was
used in the next step without further purification. MS(ES™)
m/z 258.1, 260.1 [M+H]".

[0286] 1ii) To a solution of the product obtained in the
previous step (790 mg) in anhydrous DMF (5 mL) placed in
a microwave tube were added tert-butyl-(1-methoxyviny-
loxy)-dimethyl-silane (1.19 g) and difluorozinc (160 mg).
The reaction mixture was degazed, and bis(tri-tert-butyl-
phosphine)palladium (0) (156 mg) was added. The tube was
sealed and heated to 100° C. under microwave irradiation for
45 minutes. The reaction mixture was poured onto EtOAc
(50 mL), and the organic layer was washed with water (2x50
mL), brine (50 mL), dried over Na,SO,, filtered and con-
centrated under reduced pressure. The residue was purified
by column chromatography on silica gel, using 0% to 30%
EtOAc in cyclohexane as the eluent to obtain 520 mg of
methyl 2-[6-[(2-methylcyclopropyl)methylsulfanyl]-3-
pyridyl]acetate. MS(ES*) m/z 252.2 [M+H]".

[0287] iii)) To a cooled (0° C.) solution of the product
obtained in the previous step (520 mg) in DCM (10 mL) was
added portionwise mCPBA (1.02 g). After stirring overnight
at RT, a saturated aqueous solution of NaHCO,; (50 mL) was
added and the mixture was stirred for 15 minutes, followed
by addition of DCM (80 ml) and a saturated aqueous
solution of NaHCO, (50 mL). The organic layer was sepa-
rated, dried over Na,SO,, filtered and concentrated under
reduced pressure. The residue was purified by column
chromatography on silica gel, using 0 to 60% EtOAc in
cyclohexane as the eluent to obtain 430 mg of methyl
2-[6-[(2-methylcyclopropyl)methylsulfonyl]-3-pyridyl]ac-
etate. MS(ES™) m/z 284.0 [M+H]".

[0288] iv) A IN aqueous solution of NaOH (1.5 mL) was
added to a solution of the product obtained in the previous
step (430 mg) in THF (8 mL) and MeOH (2 mL) and the
mixture was stirred overnight at RT. Water (20 mL) and
DCM (50 mL) were added, and the organic layer was
discarded. The aqueous layer was acidified using HCI 1IN,
and extracted with DCM (3x50 mL). The combined organic
layers were dried over Na,SO,, filtered and concentrated
under reduced pressure to obtain 350 mg of the expected
product. MS(ES*) m/z 270.1 [M+H]*.

n

7\

HO —

n=0

o
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[0289] Following a procedure analogous to that described
for compound 11-2, the following compounds were pre-

pared.
F
J><F'
6]

MS(ES™) m/z 292.1 [M+H]*

1I-3

HO —

X
F
O=wnn=0

2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl)-
3-pyridyl]acetic acid.

/N\(:jf'

HO 0

1I-4

o)
MS(ES™) m/z 270.1 [M+H]*

2-[6-(cyclopropylmethylsulfonyl)-
4-methyl-3-pyridyl]acetic acid.

II-5

HO =N o
o)
MS(ES™) m/z 270.1 [M+H]*

2-[6-(cyclopropylmethylsulfonyl)-
2-methyl-3-pyridyl]acetic acid.

1I-6

HO =N o
o)
MS(ES™) m/z 270.1 [M+H]*

2-[6-(cyclopropylmethylsulfonyl)-
5-methyl-3-pyridyl]acetic acid.

Building Blocks III-1-111-8

[0290]
III-1: 2-(4-aminophenyl)-1,1,1-trifluoro-pentan-2-ol

OH

CF;
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[0291] i) To a solution of 1-(4-bromophenyl)butan-1-one
(1.0 g) in a mixture of toluene and DCM (2 mL, 9:10) was
added TMSCF, (0.65 mL). To this suspension CsF (67 mg)
was added. After a few minutes an exothermic reaction
started and the reaction mixture was stirred for another 30
minutes until completion. The reaction mixture was
quenched by the addition of water. The organic layer was
washed with water, brine, dried over MgSO, and concen-
trated under reduced pressure. The residue was purified by
column chromatography on silica gel using 0% to 40%
EtOAc in heptane as the eluent to obtain 1.5 g of [1-(4-
bromophenyl)-1-(trifluoromethyl) butoxy]-trimethyl-silane.

[0292] 1ii) To a solution of the product obtained in the
previous step (1.5 g) in NMP (4 mL) were added Cu,O (30
mg) and an aqueous NH,OH solution (4 mL). The reaction
mixture was stirred for 15 hours at 80° C. in a microwave.
The blue reaction mixture was poured into water and the
product was extracted with EtOAc. The organic extract was
washed with water, brine, dried over MgSO, and concen-
trated under reduced pressure to obtain the expected com-
pound. The crude product was used without further purifi-
cation. MS(ES*) m/z 234.1 [M+H]*.

[0293] Following a procedure analogous to that described
for Example II1-1, the following compounds were prepared.

1I-2

NH,.

CF;

MS(ES*) m/z 262.3 [M+H]*

2-(4-aminophenyl)-1,1,1-trifluoro-4-
methyl-pentan-2-ol

1II-3

NH,.

CF;

MS(ES™) m/z 248.1 [M+H]*
2-(4-aminophenyl)-1,1,1-trifluoro-5-
methyl-hexan-2-ol

1II-4

NH,.

MS(ES") m/z 274.1 [M+H]*
2-(4-aminophenyl)-3-cyclopentyl-1,1,1-
trifluoro-propan-2-ol

Feb. 7, 2019

-continued

d#@

MS(ES™) m/z 288.1 [M+H]*
2-(4-aminophenyl)-3-cyclohexyl-1,1,

1II-5

1-trifluoro-propan-2-ol

OH
CFs
MS(ES™) m/z 260.1 [M+H]*
1-(4-aminophenyl)-1-cyclopentyl-2,2,2-

1II-6

trifluoro-ethanol

OH N

CF; —
MS(ES™) m/z 207.1 [M+H]*
2-(6-amino-3-pyridyl)-1,1,1-

117

trifluoro-propan-2-ol
OH
A
CF;
MS(ES™) m/z 220.1 [M+H]*

2-(4-aminophenyl)-1,1,1-trifluoro-
butan-2-ol

1II-8

Building Blocks II1-9-111-11
[0294]

II1-9: 4-[2,2,2-trifluoro-1-(oxetan-3-ylmethoxy)- 1 -(trifluoromethyl)ethyl]aniline

NH,

[0295] To a solution of 2-(4-aminophenyl)-1,1,1,3,3,3-
hexafluoropropan-2-ol (500 mg) and oxetan-3-ylmethanol
(177 mg) in THF (5 mL) cooled at —10° C. were succes-
sively added PPh; (1.01 g) and dropwise DIAD (0.760 mL).
The reaction mixture was stirred at RT overnight and con-
centrated under reduced pressure. The residue was purified
by column chromatography on silica gel, using 20% to 40%
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EtOAc in heptane as the eluent to obtain 389 mg of
4-12,2,2-trifluoro-1-(oxetan-3-ylmethoxy)-1-(trifluorom-
ethyl)ethyl]aniline. MS(ES*) m/z 330.1 [M+H]*.

[0296] Following a procedure analogous to that described
for compound 111-9, the following compounds were pre-
pared.

II1-10

NH,

MS(ES™) m/z 318.1 [M+H]*
4-[2,2,2-trifluoro-1-
(methoxyethoxy)-
1-(trifluoromethyl)ethyl]aniline
1II-11

NH,

MS(ESY) m/z 388.2 [M+H]"; 410.1 [M+NA]*
4-12,2,2-trifluoro-1-(2-tetrahydropyran-2-
yloxyethoxy)-1-(trifluoromethyl)ethyl]
aniline

Building Block III-12
[0297]

IIT-12: (4-aminophenyl)-dicyclopropyl-methanol

HO NH,.

[0298] 1) To a solution of tert-butyl N-(4-bromophenyl)
carbamate (20.1 g) in dry THF (400 mL) at -78° C. under
nitrogen atmosphere was added dropwise n-BuLi (59.1 mL,,
2.5 M in hexanes). After stirring at -78° C. for 2 hours,
dicyclopropylmethanone (9.28 ml) was added dropwise and
the reaction mixture was allowed to slowly warm up to RT
overnight. The reaction mixture was quenched by addition
of a saturated aqueous NH,Cl solution (200 mL). The layers
were separated and the aqueous layer was extracted with
EtOAc (2x200 mL). The combined organic extracts were

28
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washed with brine, dried over Na,SO, and concentrated
under reduced pressure. The residue was purified by column
chromatography on silica gel, using DCM as the eluent to
obtain 16.5 g of tert-butyl N-[4-[dicyclopropyl(hydroxy)
methyl|phenyl]carbamate.

[0299] 1ii) To a solution of the product obtained in the
previous step (16.5 g) in dry THF (200 mL) under a nitrogen
atmosphere was added at RT a 1 M solution of TBAF in THF
(82 mL). The reaction mixture was stirred at 80° C. over-
night. The next day, a 1 M solution of TBAF in THF (103
ml) was added and the reaction mixture was stirred at 80°
C. overnight. The next day, the reaction mixture was con-
centrated to half of the volume, a 1 M solution of TBAF in
THF (120 ml) was added and the reaction mixture was
stirred at 80° C. overnight. After being cooled to RT, the
reaction mixture was quenched with a mixture of water (900
ml.) and a saturated aqueous Na,CO; solution (100 mL) and
was extracted with EtOAc (3x300 mL). The combined
organic layers were washed with brine, dried over Na,SO,
and concentrated under reduced pressure. The residue was
purified by column chromatography on silica gel, using 5%
to 40% EtOAc in n-heptane as the eluent to obtain 7.8 g of
the expected compound.

[0300] MS(ES") m/z 186.1 [(M-18)+H]".

[0301] 'HNMR (500 MHz, CDCL,): & 7.40-7.34 (m, 2H),
6.67-6.62 (m, 2H), 3.62 (s, 2H), 1.39 (s, 1H), 1.26-1.11 (m,
2H), 0.57-0.45 (m, 4H), 0.39-0.32 (m, 4H).

Building Block III-13
[0302]

III-13: 1-(4-aminophenyl)-2,2,2-trifluoro-1-phenyl-ethanol hydrochloride

OH

CF;
NH, HCL

[0303] 1) To a solution of tert-butyl N-(4-bromophenyl)
carbamate (1.0 g) in dry THF (20 mL) at -78° C. under
nitrogen atmosphere was added dropwise n-Buli (3.7 mL,
2.5 M in hexanes). After stirring for 2 hours at -78° C.,
2,2 2-trifluoro-1-phenyl-ethanone (0.7 g) was added drop-
wise and the reaction mixture was allowed to slowly warm
up to RT overnight. The reaction mixture was quenched by
addition of a saturated aqueous NH,C1 solution (200 mL.).
The layers were separated and the aqueous layer was
extracted with EtOAc (2x200 mL). The combined organic
extracts were washed with brine, dried over Na,SO, and
concentrated under reduced pressure. The residue was puri-
fied by column chromatography on silica gel to obtain 384
mg of tert-butyl N-[4-(2,2,2-trifluoro-1-hydroxy-1-phenyl-
ethyl)phenyl]carbamate.

[0304] 1ii) To a solution of the product obtained in the
previous step (379 mg) in DCM (10 mL) under a nitrogen
atmosphere was added hydrochloric acid (1.29 mL, 4N in
dioxane).

[0305] The reaction mixture was stirred overnight at RT.
The next day, hydrochloric acid (1.29 mL, 4N in dioxane)
was added and the reaction mixture was stirred at RT for 2
days. The reaction mixture was then concentrated under
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reduced pressure, and the solid was suspended in DCM and
again concentrated under reduced pressure to obtain 293 mg
of the expected compound. MS(ES*) m/z 268.0 [M+H]*.
Building Blocks IV-1-1V-9

[0306]

IV-1: 2-(5-bromo-2-pyridyl)-N-[4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide

For
F

F

HO F

HN_. O
o
N/

Br.

[0307] 1) To a solution of 2-(5-bromopyridin-2-yl)acetic
acid (500 mg) in DCM (4 mL.) were added 2-(4-aminophe-
nyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol (625 mg), EDCI
(476 mg) and DMAP (57 mg). The reaction mixture was
stirred at RT for 1 hour, poured into water, filtered on a water
repellent filter cartridge and concentrated under reduced
pressure. The residue was purified by column chromatog-
raphy on silica gel, using 10% EtOAc in heptane as the
eluent, followed by trituration with ether/pentane to obtain
820 mg of the expected compound. MS(ES™) m/z 456.9
[M+H]".

[0308] Following a procedure analogous to that described
for compound 1V-1, using the appropriate building blocks II1
or any commercially available ones, the following com-
pounds were prepared.

Iv-2
E F F
F
F

YO F
HN. O

>

N. /

Br.

MS(ES™) m/z 499.0 [M+H]"
2-(5-bromo-2-pyridyl)-N-[4-[2,2,2-
trifluoro-1-isopropoxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide

Feb. 7, 2019

-continued
F

MS(ES™) m/z 471.0 [M+H]*
2-(5-bromo-2-pyridyl)-N-[3-methyl-
4-12,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl|phenyl]acetamide

FF F
F
F
HO F
F
\i@\

MS(ES™) m/z 475.2 [M+H]*
2-(5-bromo-2-pyridyl)-N-[3-fluoro-
4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl|phenyl]

acetamide

MS(ES™) m/z 401.1 [M+H]*
2-(5-bromo-2-pyridyl)-N-[4-[dicyclopropyl
(hydroxy)methyl]phenyl]acetamide

Iv-3

v-4

Iv-5
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-continued

o

MS(ES™) m/z 471.2 [M+H]*
2-(5-bromo-2-pyridyl)-N-[4-[2,2,2-
trifluoro-1-methoxy-1-
(trifluoromethyl)ethylphenyl]acetamide

)

HN

Xy

A

MS(ES™) m/z 414.0 [M+H]*
2-(5-chloropyrazin-2-yl)-N-[4-[2,2,2-
trifluoro-1-hydroxy-1-
(trifluoromethyl)ethylphenyl]acetamide

FF F
F
F
HO F
HN (@]
N
[
N/

MS(ES") m/z 458.0, 460.0 [M+H]"
2-(5-bromopyrimidin-2-yl)-N-[2,2,2-
trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide

Iv-6

Iv-7

Iv-8

30
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V-9

D

N Z#

SN cL.
2-(6-chloropyridazin-3-yl)-N-[4-[2,2,2-
trifluoro-2-triethylsilyloxy-
1-(trifluoromethyl)ethyl|phenyl]acetamide

[0309] i) To a solution of 2-(4-aminophenyl)-1,1,1,3,3,3-

hexafluoro-propan-2-ol (2 g) in DMF (50 mL) were added
chloro(triethyl)silane (1.74 g), and DBU (1.84 g) dropwise.
After stirring at RT for 2 hours, the reaction mixture was
quenched by addition of water and Et,O. The layers were
separated and the aqueous layer was extracted twice with
Et,0. The combined organic extracts were concentrated
under reduced pressure, and the residue was taken up in
DCM, washed with water, filtered on a water repellent filter
cartridge and concentrated under reduced pressure. The
residue was purified by column chromatography on silica
gel, using 5% EtOAc in heptane as the eluent to obtain 1.9
g of 4-[2,2 2-trifluoro-1-triethylsilyloxy-1-(trifluoromethyl)
ethyl]aniline. MS(ES™) m/z 374.1 [M+H]".

[0310] 1ii) Trimethylalumane (2.49 mL, 2M in toluene)
was added to a solution of the product obtained in the
previous step (1.86 g) in toluene (50 mL) and the reaction
mixture was stirred at RT for 30 minutes before adding ethyl
2-(6-chloropyridazin-3-yl)acetate (500 mg). The reaction
mixture was refluxed for 2 hours, then cooled to RT and
stirred overnight. It was quenched by pouring onto a mixture
of water and EtOAc, and adding a saturated aqueous solu-
tion of KH,PO,. The organic layer was recovered, washed
with water, concentrated under reduced pressure, and the
residue was taken up in DCM, washed with water, filtered on
a water repellent filter cartridge and concentrated under
reduced pressure. The residue was purified by column
chromatography on silica gel, using 10% EtOAc in heptane
as the eluent to obtain 375 mg of the expected product.
MS(ES*) m/z 528.1 [M+H]*.

Building Block V-1
[0311]

Sodium cyclopropylmethanesulfinate
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[0312] 1) Asolution of Na,SOj; (414 mg) in water (1.3 mL)
was stirred for 10 minutes at RT. To the resulting mixture
was added NaHCO, (547 mg). After stirring for 1 hour at
50° C., cyclopropylmethanesulfonyl chloride (430 mg) was
added dropwise. The reaction mixture was stirred at 50° C.
for 4 hours. Water was evaporated by flushing argon. The
residue was dried under high vacuum. The residue was taken
up into MeOH (1.3 mL), filtered and concentrated under
reduced pressure to obtain 380 mg of the expected com-
pound. MS(ES*) m/z 120.9 [M+H]".

Examples 1-27

[0313]

1: 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,2-trifluoro- 1-hydroxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide

F
F g
F
F
HO F
HN 0

[0314] 1) To a solution of acid II-1 (55 mg) in DCM (4 mL)
were added 2-(4-aminophenyl)-1,1,1,3,3,3-hexafluoro-pro-
pan-2-ol (59 mg), EDCI (44 mg) and DMAP (5 mg). The
reaction mixture was stirred at RT for 1 hour. DCM and
water were added and the mixture was filtered on a water
repellent filter cartridge and concentrated under reduced
pressure. The residue was purified by column chromatog-
raphy on silica gel, using 10% to 50% EtOAc in heptane as
the eluent, followed by trituration with ether/pentane to
obtain 45 mg of the expected compound. MS(ES*) m/z
497.0 [M+H]*. 1H NMR (400 MHz, DMSO-d6) d ppm
10.50 (s, 1H) 8.73 (d, J=1.25 Hz, 1H) 8.59 (br s, 1H)
8.04-8.11 (m, 2H) 7.68-7.73 (m, 2H) 7.61 (d, I=8.78 Hz, 2H)
3.92 (s, 2H) 3.35-3.43 (m, 2H) 0.82-0.92 (m, 1H) 0.40-0.46
(m, 2H) 0.12-0.17 (m, 2H). Following a procedure analo-
gous to that described for Example 1, using the appropriate
building blocks II and III or any commercially available or
known ones, the following compounds were prepared.

Feb. 7, 2019

2: 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,2-trifluoro- 1 -methoxy-1-
(trifluoromethyl)ethyl]phenyl]acetamide

MS(ES*) m/z 511.0 [M+H]*

[0315] 1H NMR (400 MHz, DMSO-d6) & ppm 10.58 (s,
1H) 8.73 (d, J=1.25 Hz, 1H) 8.02-8.13 (m, 2H) 7.79 (d,
J=8.04 Hz, 2H) 7.51 (d, J=8.78 Hz, 2H) 3.93 (s, 2H)
3.34-3.45 (m, 5H) 0.82-0.96 (m, 1H) 0.39-0.47 (m, 2H)
0.10-0.19 (m, 2H).

3
F F F
F
F
HO F
HN O
QAN
| 0
N SQO

MS(ES*) m/z 511.2 [M+H]*
2-(6-cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[3-methyl-4-[2,2,2-
trifluoro-1-hydroxy-1-(trifluoromethyl)
ethyl]phenyl]acetamide
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-continued
i F F
F
F
HO F
F
HN O
AN
| 0
N S = o

MS(ES™) m/z 515.1 [M+H]*
2-(6-cyclopropylmethylsulfonyl)-3-pyridyl]-
N-[3-fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-

(trifluoromethyl)ethyl]phenyl]acetamide

¥ F F
F
F
HO F
Cl
HN (6]

MS(ESY) m/z 531.1 [M+H]*
N-[3-chloro-4-[2,2,2-trifluoro-1-
hydroxy-1-(trifluoromethyl)
ethyl]phenyl]-2-[6-
(cyclopropylmethylsulfonyl)-3-pyridyl]
acetamide

Feb. 7,2019
-continued
F F F
F
F
HO F
~
HN O
x
| 0
A
N S§O

MS(ES™) m/z 527.1 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[3-methoxy-4-[2,2,2-
trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]

phenyl]acetamide
¥ F F
F
F
HO F

HN. O

\

| 0
N Sz o

MS(ES*) m/z 511.2 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[2-methyl-4-[2,2,2-
trifluoro-1-hydroxy-1-(trifluoromethyl)
ethyl]phenyl]acetamide
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-continued
i F F
F
F
HO F
F
HN (0]
AN
| 0
N Sa=q

MS(ES™) m/z 515.1 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[2-fluoro-4-[2,2,2-
trifluoro-1-hydroxy-1-(trifluoromethyl)

ethyl]phenyl]acetamide
¥ F F
F
F
HO F
o
HN O
A
| 0
N RE. o

MS(ES™) m/z 527.1 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[2-methoxy-4-[2,2,2-trifluoro-1-hydroxy-1-
(trifluoromethyl)ethyl]
phenyl]acetamide

33
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-continued

MS(ES™) m/z 498.1 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[5-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]-2-

pyridyl]acetamide
i F
F
HO
HN O
AN
| 0
N Sa o

MS(ES™) m/z 471.2 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[1-hydroxy-1-
(trifluoromethyl)butylphenyl]acetamide

10

11
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-continued
O
|

FF
F
HO
HN. O
B
P
N S

-

MS(ES™) m/z 485.2 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[1-hydroxy-3-
methyl-1-(trifluoromethyl)butyl]

phenyl]acetamide
i F
F
HO
HN O

AN

| 0
PN

N S

MS(ES™) m/z 499.2 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[1-hydroxy-4-
methyl-1-(trifluoromethyl)butyl]phenyl]acetamide

Feb. 7,2019
-continued
14
F F
F
HO
HN (0]
N
| 0
N
N SQO

MS(ES™) m/z 497.2 [M+H]*
N-[4-(1-cyclopentyl-2,2,2-trifluoro-1-
hydroxy-ethyl)phenyl]-2-[6-
(cyclopropylmethylsulfonyl)-3-pyridyl]acetamide

F
F
F
HO
HN (6]

MS(ES™) m/z 511.2 [M+H]*
N-[4-(1-cyclopentylmethyl)-2,2,2-trifluoro-
1-hydroxy-ethyl|phenyl]-2-[6-
(cyclopropylmethylsulfonyl)-3-pyridyl]acetamide

15
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-continued

16

HO

\_/

I
S==q

MS(ES™) m/z 525.3 [M+H]*
N-[4-(1-cyclohexylmethyl)-2,2,2-trifluoro-
1-hydroxy-ethyl|phenyl]-2-[6-
(cyclopropylmethylsulfonyl)-3-pyridyl]acetamide

17

MS(ES™) m/z 444.1 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[5-(2,2,2-trifluoro-
1-hydroxy-1-methyl-ethyl)-2-pyridylJacetamide

Feb

-continued

HO

MS(ES*) m/z 423.2 [M-OH]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[dicyclopropyl
(hydroxy)methyl]phenyl]acetamide

HO

MS(ES™) m/z 505.2 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-(2,2,2-trifluoro-
1-hydroxy-1-phenyl-ethyl)phenyl]acetamide

.7,2019
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19
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-continued
20
F
F
HO F
HN (0]
AN
| 0
Pl
N S,

MS(ES™) m/z 457.1 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[1-hydroxy-1-
(trifluoromethyl)propyl]phenyl]acetamide

[0316] 1H NMR (400 MHz, DMSO-d6) 8 ppm 10.34 (s,
1H)8.72 (dd, 1=2.2, 0.8 Hz, 1H) 8.10 (dd, J=8.1, 2.2 Hz, 1H)
8.05 (dd, 1=8.1, 0.8 Hz, 1H) 7.60 (d, 1=9.0 Hz, 2H) 7.46 (br
d, 1=9.0 Hz, 2H) 6.28 (br s, 1H) 3.89 (s, 2H) 3.39 (d, J=7.3
Hz, 2H) 2.13 (m, 1H) 1.97 (m, 1H) 0.88 (m, 1H) 0.67 (t,
J=7.4 Hz, 3H) 0.42 (m, 2H) 0.14 (m, 2H).

[0317] The 2 enantiomers of example 20 were separated
by chiral chromatography using a column Chiralpak AD 20
um, 76.5x350 mm and a mobile phase, EtOH:MeOH:TEA
60:40:0.1, 300 mL/min, with UV detection at 254 nm.

[0318] Starting from 225 mg of racemate, after concen-
tration, 104 mg of (-)-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]-N-[4-[ 1-hydroxy-1-(trifluoromethyl)propyl]|phe-
nyl]acetamide (first isomer to be eluted) and 116 mg of
(+)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[1-
hydroxy-1-(trifluoromethyl)propyl|phenyl]acetamide were
obtained.

(-)-20:
[0319] (-)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-

N-[4-[1-hydroxy-1-(trifluoromethyl)propyl)prophenyl|phe-
nyl]acetamide.

[0320] Optical rotation: [a],>°=-7.31° (c=0.2152,
DMSO).
(+)-20:
[0321] (+)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-

N-[4-[1-hydroxy-1-(trifluoromethyl)propyl|phenyl]acet-
amide.

[0322]
DMSO).

Optical rotation: [a],?°=+13.56° (c=0.2644,

36
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21: 2-[6-[(2-methylcyclopropyl)methylsulfonyl]-3-pyridyl]-N-[4-[ 2,2,2-trifluoro-1-
hydroxy-1-(trifluoromethyl)ethyl] phenyl]acetamide

F
FF
F
F
HO F
HN o

MS(ES*) m/z 511.1 [M+H]*

[0323] 1H NMR (400 MHz, DMSO-d6) 8 ppm 10.50 (s,
1H) 8.73 (dd, 1=2.3, 0.8 Hz, 1H) 8.59 (br s, 1H) 8.10 (dd,
J=8.2, 2.3 Hz, 1H) 8.05 (dd, I=8.2, 0.8 Hz, 1H) 7.71 (d,
J=9.2 Hz, 2H) 7.61 (br d, 1=9.2 Hz, 2H) 3.42 (dd, J=14.7, 6.6
Hz, 1H) 3.38-3.28 (m, 1H) 0.92-0.80 (m, 1H) 0.79 (d, J=6.0
Hz, 2H) 0.65-0.40 (m, 4H) 0.30 (m, 1H) 0.20 (m, 1H).

22
i F F
F
F
HO F
HN (6]

F
MS(ES™) m/z 533.0 [M+H]*
2-[6-[(2,2-difluorocyclopropyl)
methylsulfonyl]-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.
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[0324] 1H NMR (400 MHz, DMSO-d6) 8 ppm 10.52 (s,
1H) 8.76 (dd, 1=2.2, 0.8 Hz, 1H) 8.61 (br s, 1H) 8.11 (dd,
J=8.1, 2.2 Hz, 1H) 8.08 (dd, J=8.1, 0.8 Hz, 1H) 7.71 (d,
J=9.1 Hz, 2H) 7.61 (br d, 1=9.1 Hz, 2H) 3.92 (s, 2H) 3.65
(dd, J=7.6, 2.4 Hz, 2H) 1.92 (m, 1H) 1.70 (m, 1H) 1.31 (m,
1H).

[0325] The 2 enantiomers of example 22 were separated
by chiral chromatography using a column Chiralpak AD 10
um, 30x250 mm and a mobile phase, CO,:EtOH:TEA
75:25:0.1, 120 mL/min, with UV detection at 254 nm, and
column temperature of 35° C.

[0326] Starting from 340 mg of racemate, 116.5 mg of
(+)-2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide (first isomer to be eluted) and
119.5 mg of (-)-2-[6-[(2,2-difluorocyclopropyl)methylsul-
fonyl]-3-pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trif-
luoromethyl)ethyl]phenyl]acetamide were obtained.

(+)-22:

[0327] (+)-2-[6-[(2,2-difluorocyclopropyl)methylsulfo-
nyl]-3-pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl]|phenyl]acetamide.

[0328] Optical rotation: [a],?°=+19.34° (c=0.3872,
DMSO).

(-)-22:
[0329] (-)-2-[6-[(2,2-difluorocyclopropyl)methylsulfo-

nyl]-3-pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl]|phenyl]acetamide.

[0330] Optical rotation: [a],>°=-10.14° (c=0.4406,
DMSO).

23
¥ F F
F
F
HO F
HN (6]

MS(ES™) m/z 511.1 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-4-methyl-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.
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MS(ES™) m/z 511.1 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-2-methyl-
3-pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.

FF F
F
F
HO F
HN (6]

o

x
F
N

72}

o,

MS(ES™) m/z 511.0 [M+H]*

2-[6-(cyclopropylmethylsulfonyl)-5-methyl-3-

pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.

25
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26
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F F
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MS(ES™) m/z 567.2 [M+H]*
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-(oxetan-3-ylmethoxy-

1-(trifluoromethyl)ethyl|phenyl]acetamide.

[0331] 1H NMR (400 MHz, DMSO-d6) & ppm 10.60 (s,
1H) 8.73 (d, J=2.3 Hz, 1H) 8.10 (dd, J=8.1, 2.3 Hz, 1H1) 8.06
(d, 1=8.1 Hz, 1H) 7.80 (d, ]=9.0 Hz, 2H) 7.51 (br d, J=9.0
Hz, 2H) 4.67 (dd, 1=8.0, 6.2 Hz, 1H) 4.35 (t, J=6.2 Hz, 2H)
3.92 (s, 2H) 3.78 (d, J=6.9 Hz, 2H) 3.39 (d, ]=7.3 Hz, 2H)
3.30 (m, 1H) 0.88 (m, 1H) 0.43 (m, 2H) 0.14 (m, 2F1).

27: 2-[6-[(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,2-trifluoro-1-(2-
methoxyethoxy)- 1-(trifluoromethyl)ethyl]phenyl]acetamide

F g
F
F
/_/O |
—0
HN o

MS(ESY) m/z 555.2 [M+H]*

Feb. 7, 2019

[0332] 1H NMR (400 MHz, DMSO-d6) & ppm 10.59 (s,
1H)8.72 (dd, J=2.3, 0.8 Hz, 111) 8.10 (dd, J=8.1, 2.2 Hz, 1H)
8.06 (dd, J=8.1, 0.8 Hz, 1H) 7.78 (d, ]=9.0 Hz, 2H) 7.58 (br
d, 1=9.0 Hz, 2H) 3.92 (s, 2H) 3.68-3.48 (m, 4H) 3.40 (d,
J=7.2 Hz, 2H) 3.30 (s, 3H) 0.88 (m, 1H) 0.42 (m, 2H) 0.14
(m, 2H).

Example 28

[0333]

28: 2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,2-trifluoro-1-(2-
hydroxyethoxy)-1-(trifluoromethyl)ethyl]phenyl]acetamide

F
F g
F
F
/_/O |
HO
HN 0

[0334]
described for Example 1, using the appropriate building
blocks II-1 (65 mg) and III-11 (99 mg), the crude product
was triturated successively with EtOAc and diisopropyl
ether to obtain 65 mg of 2-[6-(cyclopropylmethylsulfonyl)-
3-pyridyl]-N-[4-[2,2,2-trifluoro-1-(2-tetrahydropyran-2-
yloxyethoxy)-1-(trifluoromethyl)ethyl|phenylJacetamide.
MS(ES™) m/z 647.4 [M+Na]™".ii) To a solution of the product
obtained in the previous step (55 mg) in methanol (3 mL)
was added PTSA (18 mg). The reaction mixture was stirred
at RT for 1.5 hours and then concentrated under reduced
pressure. The residue was purified by column chromatog-
raphy on silica gel, using 60% to 80% EtOAc in heptane as
the eluent to obtain 40 mg of the expected compound.
MS(ES*) m/z 541.1 [M+H]".

[0335] 1H NMR (400 Mz, DMSO-d6) 8 ppm 10.58 (s,
1H)8.73 (dd, J=2.2, 0.8 Hz, 111) 8.10 (dd, J=8.1, 2.2 Hz, 1H)
8.06 (dd, J=8.1, 0.8 Hz, 1H) 7.77 (d, J=9.1 Hz, 2H) 7.61 (br
d, J=9.1 Hz, 2H) 4.92 (t, J=5.6 Hz, 1H) 3.92 (s, 2H) 3.65 (q.
J=5.6 Hz, 2H)_3.54 (1, 1=5.6 Hz, 2H) 3.39 (d, J=7.3 Hz, 2H)
0.88 (m, 1H) 0.42 (m, 2H) 0.14 (m, 2F).

i) Following a procedure analogous to that
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Examples 29-35
[0336]
29
i F F
F
F
HO F
HN O
AN
| 0
N A g
\O
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.
[0337] 1) To a solution of the building block IV-1 (250 mg)

in DMSO (3 mL) were added sodium cyclopropylmethane-
sulfinate V-1 (113 mg), (+/-)-trans-1,2-diaminocyclohexane
(26 pL) and copper(l) triftuoromethanesulfonate benzene
complex (46 mg). The resulting mixture was heated to 125°
C. under microwave irradiation in a sealed tube for 45
minutes. The reaction mixture was poured into water/ether
and extracted with ether. The extract was concentrated under
reduced pressure, taken up in DCM/water, filtered on a water
repellent filter cartridge and concentrated under reduced
pressure. The residue was purified by column chromatog-
raphy on silica gel, using 5% to 100% EtOAc in heptane as
the eluent, followed by trituration with ether/pentane to
obtain 95 mg of the expected compound. MS(ES*) m/z
497.0 [M+H]".

[0338] 1H NMR (400 MHz, DMSO-d6) 8 ppm 10.51 (s,
1H) 8.95 (d, 1=2.01 Hz, 1H) 8.58 (s, 1H) 8.26 (dd, 1=8.16,
2.38 Hz, 1H) 7.68-7.76 (m, 3H) 7.61 (br d, J=8.78 Hz, 2H)
4.05 (s, 2H) 3.32-3.41 (m, 2H) 0.83-0.92 (m, 1H) 0.44-0.50
(m, 2H) 0.09-0.14 (m, 2H).

[0339]
for Example 29, using the appropriate building blocks IV
and V-1, the following compounds were prepared.

Following a procedure analogous to that described
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30

A
Va

V4

MS(ES™) m/z 539.2 [M+H]*

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
N-[4-[2,2,2-trifluoro-1-isopropoxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.

[0340] 1H NMR (400 MHz, DMSO-d6) 8 ppm 10.60 (s,
1H) 8.95 (s, 1H) 8.26 (dd, 1=8.28, 2.51 Hz, 1H) 7.78 (d,
J=8.11 Hz, 2H) 7.70 (d, J=8.78 Hz, 1H) 7.58 (d, J=8.53 Hz,
2H) 4.05 (s, 2H) 3.93 (dt, J=12.11, 5.87 Hz, 1H) 3.34-3.39
(m, 2H) 1.21 (d, 1=6.02 Hz, 6H) 0.83-0.92 (m, 1H) 0.44-0.49
(m, 2H) 0.09-0.13 (m, 2H).

31
Fop F
F
F
HO F
HN 0
AN
| 0
N~ g
o.

MS(ES™) m/z 511.4 [M+H]*

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
N-[3-methyl-4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.
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—continued (s, 2H) 3.33-3.40 (m, 2H) 1.09-1.20 (m, 2H) 0.81-0.96 (m,
3 1H)0.44-0.55 (m, 4H) 0.23-0.41 (m, 4H) 0.08-0.22 (m, 4H).
i F F
F
F 34
HO F
F.
HN. O
X
| 0
N A
S %O \
. | o
N __# |S
%O.
MS(ES™) m/z 515.1 [M+H]*
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
N-[3-fluoro-4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide. MS(ES™) m/z 511.2 [M+H]*
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-
N-[4-[2,2,2-trifluoro-1-methoxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.
33
HO 35
F
F F
E F
HO F
HN O
A HN 0
PN
N P
0, RN
| 0
N~
S \O
MS(ES™) m/z 441.1 [M+H]*
2-[5-(cyclopropylmethylsulfonyl)-
2-pyridyl]-N-[4-[dicyclopropyl(hydroxy)
methyl]phenyl]acetamide. MS(ES™) m/z 498.1 [M+H]*
2-[5-(cyclopropylmethylsulfonyl)pyrimidin-2-yl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-
[0341] 1H NMR (400 MHz, DMSO'd6) d ppm 10.22 (S, 1-(trifluoromethyl)ethyl]phenyl]acetamide.

1H) 8.95 (d, I=1.76 Hz, 1H) 8.25 (dd, 1=8.16, 2.38 Hz, 1H)
7.69 (d, 1=8.28 Hz, 1H) 7.41-7.54 (m, 4H) 430 (s, 1H) 4.00
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[0342] 1H NMR (400 MHz, DMSO-d6) & ppm 10.53 (s,
1H) 9.20 (s, 2H) 8.59 (s, 1H) 7.72 (d, J=9.1 Hz, 2H) 7.61 (br
d, 7=9.1 Hz, 2H) 4.20 (s, 2H) 3.48 (d, I=7.2 Hz, 2H) 0.94 (m,
1H) 0.51 (m, 2H) 0.13 (m, 2H).

Example 36

[0343]

36

2-[5-(cyclopropylmethylsulfonyl)pyrazin-2-yl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.

[0344] 1) To MeOH (5 mL) was added sodium (17 mg).
The resulting mixture was stirred until complete dissolution
and cyclopropylmethanethiol (64 mg) was added. After
stirring for 10 minutes, the building block V-7 (300 mg)
was added. The resulting mixture was heated to 85° C. in a
sealed tube for 1 hour, then poured into water/brine and
extracted twice with ether. The extract was concentrated
under reduced pressure, taken up in DCM/water, filtered on
a water repellent filter cartridge and concentrated under
reduced pressure to obtain 330 mg of 2-[5-(cyclopropylm-
ethylsulfonyl)pyrazin-2-yl]-N-[4-[2,2,2-trifluoro-1-hy-
droxy-1-(trifluoromethyl)ethyl]phenyl]acetamide. MS(ES™)
m/z 466.0 [M+H]*.

[0345] i) To a cooled (0° C.) solution of the product
obtained in the previous step (330 mg) in DCM (20 mL) was
added portionwise mCPBA (245 mg). After stirring over-
night at RT, additional mCPBA (172 mg) was added. The
mixture was concentrated under reduced pressure and puri-
fied by column chromatography on silica gel, using 5% to
100% EtOAc in heptane as the eluent to obtain 160 mg of
the expected compound. MS(ES*) m/z 498.0 [M+H]".

[0346] 1H NMR (400 MHz, DMSO-d6) 8 ppm 10.56 (s,
1H) 9.14 (s, 1H) 9.05 (s, 1H) 8.59 (s, 1H) 7.67-7.72 (m, 2H)
7.62 (d, 1=8.78 Hz, 2H) 4.15 (s, 2H) 3.37-3.44 (m, 2H)
0.84-0.94 (m, 1H) 0.35-0.41 (m, 2H) 0.05-0.10 (m, 2H).
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Example 37

[0347]

37

O

2-[6-(cyclopropylmethylsulfonyl)pyridazin-3-yl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.

[0348] 1) To MeOH (5 mL) was added sodium (16 mg).
The resulting mixture was stirred until complete dissolution
and cyclopropylmethanethiol (62 mg) was added. After
stirring for 10 minutes, the building block V-9 (300 mg)
was added. The resulting mixture was heated to 85° C. in a
sealed tube for 2 hours, then poured into water/brine and
extracted twice with ether. The extract was concentrated
under reduced pressure, taken up in DCM/water, filtered on
a water repellent filter cartridge, concentrated under reduced
pressure and purified by column chromatography on silica
gel, using 30% to 40% EtOAc in heptane as the eluent to
obtain 130 mg of 2-[6-(cyclopropylmethylsulfanyl)
pyridazin-3-yl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl]phenyl]acetamide. MS(ES™) m/z 466.1
[M+H]".

[0349] i) To a cooled (0° C.) solution of the product
obtained in the previous step (130 mg) in DCM (13 mL) was
added portionwise mCPBA (138 mg). After stirring at 0° C.
for 35 minutes, DCM/water was added brine. The aqueous
layer was separated and extracted twice with DCM. The
combined organic extracts were concentrated under reduced
pressure and purified by column chromatography on silica
gel to obtain 15 mg of the expected compound. MS(ES*)
m/z 498.1 [M+H]* 0.1H NMR (400 MHz, DMSO-d6)
ppm 10.62 (s, 1H) 8.60 (s, 1H) 8.32 (d, J=8.7 Hz, 1H) 8.10
(d, J=8.7 Hz, 1H) 7.72 (d, J=9.2 Hz, 2H) 7.62 (br d, J=9.2
Hz, 2H) 4.30 (s, 2H) 3.59 (d, J=7.3 Hz, 2H) 0.94 (m, 1H)
0.48 (m, 2H) 0.18 (m, 2H).
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[0350]
38
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2-[2-(eyclopropylmethylsulfonyl)pyrimidin-5-yl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-
1-(trifluoromethyl)ethyl]phenyl]acetamide.

[0351] 1) K,CO; (723 mg), bromomethylcyclopropane
(297 mg) and 1,4,7,10,13,16-hexaoxacyclooctadecane (56
mg) were added to a solution of 5-bromo-1H-pyrimidine-
2-thione (400 mg) in toluene (30 mL). The mixture was
refluxed for 1 hour, then concentrated under reduced pres-
sure. The residue was taken up in DCM, washed with water,
filtered on a water repellent filter cartridge and the filtrate
was concentrated under reduced pressure. The residue was
purified by column chromatography on silica gel, using 10%
EtOAc in heptane as the eluent to obtain 470 mg of
5-bromo-2-(cyclopropylmethylsulfanyl)pyrimidine.
MS(ES*") m/z 244.9 [M+H]".

[0352] 1ii) To a solution of the product obtained in the
previous step (470 mg) in anhydrous DMF (4 mL) placed in
a microwave tube were added tert-butyl-(1-methoxyviny-
loxy)-dimethyl-silane (722 mg) and ZnF, (99 mg). The
reaction mixture was degazed, and Pd(PtBu,), (98 mg) was
added. The tube was sealed and heated to 100° C. under
microwave irradiation for 45 minutes. The reaction mixture
was poured onto water, and the aqueous layer was extracted
with isopropyl ether. The combined organic extracts were
concentrated under reduced pressure, and the residue was
taken up in DCM, washed with water, filtered on a water
repellent filter cartridge and concentrated under reduced
pressure. The residue was purified by column chromatog-
raphy on silica gel, using 5% to 20% EtOAc in heptane as
the eluent to obtain 170 mg of methyl 2-[2-(cyclopropylm-
ethylsulfanyl)pyrimidin-5-yl]acetate. MS(ES*) m/z 239.1
[M+H]™".

[0353] iii) NaOH 2N (533 pL.) was added to a solution of
the product obtained in the previous step (127 mg) in THF
(4 mL) and MeOH (1 mL) and the mixture was stirred for
30 minutes at RT. Water and DCM were added, the organic
layer was extracted with water, then discarded. The aqueous
layer was acidified using HCI 2N (0.6 mL), extracted with
DCM, filtered on a water repellent filter cartridge and

42
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concentrated under reduced pressure to obtain 115 mg of
2-[2-(cyclopropylmethylsulfanyl)pyrimidin-5-yl]acetic
acid. MS(ES*") m/z 225.1 [M+H]".

[0354] iv) To a solution of the product obtained in the
previous step (98 mg) in DCM (30 mL.) were added 2-(4-
aminophenyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol (113 mg),
EDCI (85 mg) and DMAP (11 mg). The reaction mixture
was stirred at RT for 1 hour, poured onto a mixture of water
and DCM, filtered on a water repellent filter cartridge and
concentrated under reduced pressure. The residue was puri-
fied by column chromatography on silica gel, using 10% to
20% EtOAc in heptane as the eluent to obtain 160 mg of
2-[2-(cyclopropylmethylsulfanyl)pyrimidin-5-y1]-N-[4-[2,
2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phenyl]ac-
etamide. MS(ES*) nv/z 466.1 [M+H]*.

[0355] v) To a cooled (0° C.) solution of the product
obtained in the previous step (156 mg) in DCM (30 mL.) and
THF (1 mL) was added portionwise mCPBA (165 mg). After
stirring for 30 minutes, the ice bath was removed and the
mixture was allowed to stir an additional 1 h30. mCPBA (40
mg) was added and stirring was continued during 1 h. A
saturated aqueous solution of NaHCO; (30 mL.) was added
and the mixture was stirred for 20 minutes. The organic layer
was separated, filtered on a water repellent filter cartridge
and concentrated under reduced pressure. The residue was
purified by column chromatography on silica gel, using 20%
EtOAc in heptane as the eluent, followed by trituration in
ether/pentane to obtain 135 mg of the expected compound.
[0356] MS(ES™) m/z498.1 [M+H]*. 1H NMR (400 MHz,
DMSO-d6) § ppm 10.54 (s, 1H) 9.02 (s, 2H) 8.60 (br s, 1H)
7.71 (d, J=9.1 Hz, 2H) 7.62 (br d, J=9.1 Hz, 2H) 3.97 (s, 2H)
3.55 (d, J=7.3 Hz, 2H) 1.00 (m, 1H) 0.50 (m, 2H) 0.28 (m,
2H).

Example 39

RORy GAL4 Reporter Gene Assay

[0357] Example inhibitors 1-38 were tested for their abil-
ity to inhibit RORYy activity in a RORy GAL4 reporter gene
assay. The assay procedure and results are described below.

RORy GAL4 Reporter Gene Assay Description

[0358] A GAL4 one-hybrid reporter system employing
luciferase readout was established to determine inhibition of
RORy in 293FT cells. The RORy ligand-binding domain
(LBD) was fused to the yeast GAL4 DNA binding domain
(DBD) and placed under the control of the human cyto-
megalovirus (CMV) immediate early promoter, using
expression vector pFN26A (Promega) and standard recom-
binant DNA cloning methods. To serve as a control in the
assay, a similar vector was generated in which the GAL4-
DBD was fused to Herpes simplex virus protein 16 (VP16),
a constitutive transcriptional activator.

[0359] To monitor the inhibitory effect of compounds on
RORy, a transcriptional reporter construct was used. The
pGLA4.35 vector (Promega) contains nine copies of the
GAL4 Upstream Activator Sequence (UAS). This sequence
drives the transcription of the luciferase reporter gene luc2P
in response to binding of a fusion protein containing the
GAL4 DNA binding domain, as for example expressed by
the GAL4-RORy-LBD and GAL4-VP16 expression vectors
described above. To allow a GAL4 fusion protein to drive
the expression of the luciferase reporter, the pGL4.35
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expression vector and the appropriate GAL4 fusion protein
expression vector were bulk transfected in the 293FT cells
using standard transfection techniques.

[0360] The day after transfection, cells were plated into 96
well plates, test compound was added and the plates were
incubated overnight. Subsequently, the firefly luciferase
activity was quantified using luciferase detection reagent
and luminescence readout.

Detailed Assay Description

[0361] 293FT cells (Invitrogen) were transfected with a
GALA4 fusion protein expression vector (as described above)
and the transcriptional reporter construct (pGL4.35, Pro-
mega). 60 ul. of TransIT-293 transfection reagent (Mirus
Bio) was added drop wise to 1500 ul Opti-MEM 1 Reduced
Serum Medium (Invitrogen) and incubated at RT (RT) for 5
to 20 minutes. 1500 L of this reagent mixture was added to
5 pg of GAL4 fusion protein expression vector and 5 pg of
the transcriptional reporter construct, and incubated at RT
for 20 minutes.

[0362] To harvest 293FT cells from a T75 flask, first the
culture medium was taken off the cells. Subsequently, the
cells were washed with Phosphate Buffered Saline (PBS)
(Lonza), after which the PBS was removed. To dissociate the
cells, 1 ml of TrypLE Express (Invitrogen) was added to the
flask, followed by incubation at RT until the cells visually
started to detach. Cells were collected in 5 mlL of assay
medium (DMEM culture medium (Lonza), 10% dialyzed
FBS (Invitrogen) and Pen/Strep (Lonza)) to achieve a single
cell suspension. 10x10° cells were spun down and re-
suspended in 10 mL of assay medium. Subsequently, the cell
suspension was added to the transfection mix tube, and then
transferred as a whole to a T75 flask (Greiner), followed by
overnight (16-24 hours) incubation at 37° C. and 5% CO,.
[0363] For compound screening, the cells were harvested
(as described above) and counted. 13x10° cells were spun
down, the supernatant was aspirated and the cells were
re-suspended in 17.3 mL of assay medium obtaining a cell
suspension of 0.75x10° cells/mL. 80 uL of cell suspension
(60,000 cells) was plated per well into a white, flat bottom,
tissue culture treated, 96 well screening plates (Greiner).
[0364] Test compounds were diluted, starting from a 10
mM dimethylsulfoxide (DMSO) stock solution, to serial
dilutions in DMSO at 500x the final test concentration.
Subsequently, these solutions were diluted to 5x the final test
concentration in two 10-fold-dilution steps in assay medium.
The final DMSO concentration of the 5x test compound
solution was 1%. 20 uL of the 5x test compound solution
was added to each test well of the 96 well plate previously
plated with 80 ul cell suspension, resulting in the final test
concentration with 0.2% DMSO.

[0365] The plates were incubated overnight (16-24 hours)
at 37° C. and 5% CO,.

[0366] For the luciferase readout, the luciferase reagent
(Britelite Plus, Perkin Elmer) was brought to RT. To each
test well of the screening plates, 100 pulL of 2.5-fold diluted
Britelite Plus reagent was added, followed by incubation at
RT for 10 minutes. The luciferase luminescence signal was
measured using a Wallac Victor Microplate Reader (Perkin
Elmer).

[0367] The half maximum inhibitory concentration (ICs)
values for the test compounds were calculated from the
luciferase signal using GraphPad Prism software (GraphPad
Software).
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[0368] All exemplified compounds of Formula 1 (Ex-
amples 1-39) are expected to have mean pIC,, values around
or above 5.
[0369] Examples 1,2,3,4,5,6,7,8,9,10, 11,12, 13, 14,
15, 16, 18, 19, 20, (-)-20, (+)-20, (-)-22, 23, 24, 26, 27, 28,
29,30, 33,34, 35, 37 and 38 were found to have mean pIC,
values above or equal to 6.
[0370] Examples 1, 2, 3, 4, 5, 8, 12, 19, 27, 29, 30 and 34
were found to have mean pICs, values above or equal to 7.
1. A method of therapeutically treating at least one con-
dition selected from the group consisting of ROR-y mediated
autoimmune diseases, ROR-y mediated inflammatory dis-
eases and ROR-y mediated infectious diseases, the method
comprising administering an effective amount of a com-
pound according to Formula I or a pharmaceutically accept-
able salt thereof to a person in need of a therapeutic
treatment, wherein Formula 1 is:

(Formula I)
RS
O/
R15 R16
ATz \AIZ
Il |
A14\(A11
N O
ra”
R3
Al
R2 < A
Aoe A
6§A/¢ 8
7/8\ o}
O/ R1

meta or para

wherein

A ;-A,, are N or CR,,, CR,,, CR,;, CR,,, respectively,
with the proviso that no more than two of the four
positions A in A|,-A,, can be simultaneously N;

Ag, Al Ag, Ag, A are N or CR,, CR., CR,, CRg, CRy,,
respectively, with the proviso that at least one but no
more than two of the five positions A in Ag, A, Ag, A,
A is N;

R, is C(2-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, (di)C(3-6)cycloalkylamino or (di)(C(3-6)
cycloalkylC(1-3)alkyl)amino, with all carbon atoms of
alkyl groups optionally substituted with one or more F
and all carbon atoms of cycloalkyl groups optionally
substituted with one or more F or methyl;

R, and R; are independently H, F, methyl, ethyl, hydroxy,
methoxy or R, and R; together is carbonyl, all alkyl
groups, if present, optionally being substituted with one
or more F;

R, is H or C(1-6)alkyl;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl, C(6-
10)aryl, C(6-10)arylC(1-3)alkyl, C(1-9)heteroaryl,
C(1-9)heteroarylC(1-3)alkyl, C(3-6)cycloalkyl, C(3-6)
cycloalkylC(1-3)alkyl, C(2-5)heterocycloalkyl or C(2-
S)heterocycloalkylC(1-3)alkyl, all groups optionally
substituted with one or more F, C(1-2)alkoxy or cyano;
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the sulfonyl group with R, is represented by one of R, Ry
or Rg;

the remaining R,-R,, are independently H, halogen,
amino, C(1-3)alkoxy, (di)C(1-3)alkylamino or C(1-6)
alkyl, all of the alkyl groups optionally being substi-
tuted with one or more F; and

R;s is H, C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cy-
cloalkylC(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)
alkyl, C(1-9)heteroaryl, C(1-9)heteroarylC(1-3)alkyl,
C(2-5)heterocycloalkyl or C(2-5)heterocycloalkyl-C
(1-3)alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano; and,

R, 1s C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)alkyl, C(1-
9heteroaryl, C(1-9)heteroarylC(1-3)alkyl, C(2-5)het-
erocycloalkyl or C(2-5)heterocycloalkyl-C(1-3)alkyl,
all groups optionally substituted with one or more F,
C(1-2)alkyl, C(1-2)alkoxy or cyano.

2. The method according to claim 1, wherein in the
administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A,;-A 4 are N or CR, |, CR,,, CR,;, CR,,, respectively,
with the proviso that no more than two of the four
positions A in A|,-A,, can be simultaneously N;

Ag, A Ay, A are N or CRy, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions A in Ag, A, Ag, A 1s N;

Ay is CRg;

R, is C(@3-6)cycloalkylC(1-3)alkyl or (di)C(3-6)cy-
cloalkylamino with all carbon atoms of alkyl groups
optionally substituted with one or more F and all
carbon atoms of cycloalkyl groups optionally substi-
tuted with one or more F or methyl;

R, and R; are independently H;

R, is H;

Ry is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl, C(2-
S)heterocycloalkyl or C(2-5)heterocycloalkylC(1-3)
alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano;

the sulfonyl group with R, is represented by Rg;

the remaining R4-R, , are independently H, halogen, C(1-
3)alkoxy or C(1-6)alkyl, all of the alkyl groups option-
ally being substituted with one or more F or hydroxy;
and

R, 5 is C(1-6)alkyl or C(3-6)cycloalkyl, all groups option-
ally substituted with one or more F, C(1-2)alkoxy or
cyano; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, C(6-10)aryl, C(2-5)heterocycloalkyl or
C(2-5)heterocycloalkyl-C(1-3)alkyl, all groups option-
ally substituted with one or more F, C(1-2)alkyl, C(1-
2)alkoxy or cyano.

3. The method according to claim 1, wherein in the
administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A,;-A |, are respectively CR, |, CR,,, CR,;, CR 4

Ag, A Ay, A are N or CRy, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions A in Ag, A, Ag, A 1s N;

Ag is CRg;

R, is C(3-6)cycloalkylC(1-3)alkyl, all carbon atoms of
cycloalkyl groups optionally substituted with one or
more F or methyl;

R, and R; are independently H;
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R, is H;

R, is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl or C(2-
S)heterocycloalkylC(1-3)alkyl;

the sulfonyl group with R, is represented by Ry;

the remaining R4-R |, are independently H, halogen, C(1-
3)alkoxy or C(1-6)alkyl, all carbon atoms of alkyl
groups optionally substituted with one hydroxy;

R, 5 is C(1-6)alkyl or C(3-6)cycloalkyl, all carbon atoms
of the alkyl groups optionally substituted with one or
more F; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl or C(6-10)aryl, all carbon atoms of the alkyl
groups optionally substituted with one or more F.

4. The method according to claim 1, wherein in the
administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A, or A,, is N, the remaining position A being CR,, or

CRy;

A, and A ; are respectively CR |, and CR,;;

Ag, A, Ag, Ay are N or CR, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions Ain Ag, A, Ag, A, is N;

Ag is CRg;

R, is C(3-6)cycloalkylC(1-3)alkyl;

R, and R, are independently H;

R, is H;

Rsis H;

the sulfonyl group with R, is represented by Rg;

the remaining R¢-R,, are independently H;

R,s is C(1-6)alkyl, all carbon atoms of alkyl groups
optionally substituted with one or more F; and,

R, is C(1-6)alkyl, all carbon atoms of alkyl groups
optionally substituted with one or more F.

5. The method according to claim 1, wherein the admin-

istered compound is selected from the group consisting of:
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phenyl]
acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-methoxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
methyl-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

N-[3-chloro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-
3-pyridyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
methoxy-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
methyl-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
methoxy-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
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2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[5-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]-2-
pyridyljacetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[ 1-hy-
droxy-1-(trifluoromethyl)butyl]phenylJacetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[ 1-hy-
droxy-3-methyl-1-(trifluoromethyl)butyl |phenyl]acet-
amide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[ 1-hy-
droxy-4-methyl-1-(trifluoromethyl)pentyl|phenyl]ac-
etamide;
N-[4-(1-cyclopentyl-2,2,2-trifluoro-1-hydroxy-ethyl)phe-
nyl]-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]acet-
amide;
N-[4-[1-(cyclopentylmethyl)-2,2,2-trifluoro-1-hydroxy-
ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyljacetamide;
N-[4-[1-(cyclohexylmethyl)-2,2,2-trifluoro-1-hydroxy-
ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyljacetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[5-(2,2,
2-trifluoro-1-hydroxy-1-methyl-ethyl)-2-pyridyl]acet-
amide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[dicy-
clopropyl(hydroxy)methyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-(2,2,
2-trifluoro-1-hydroxy-1-phenyl-ethyl)phenyl]acet-
amide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[ 1-hy-
droxy-1-(trifluoromethyl)propyl|phenyl]acetamide
(racemate);
(=)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (levogyre enantiomer);
(+)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (dextrogyre enantiomer);
2-[6-[(2-methylcyclopropyl)methylsulfonyl]-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;
2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (racemate);
(+)-2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (dextrogyre
enantiomer);
(-)-2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (levogyre
enantiomer);
2-[6-(cyclopropylmethylsulfonyl)-4-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-2-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;
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2-[6-(cyclopropylmethylsulfonyl)-5-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(oxetan-3-ylmethoxy)-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(2-methoxyethoxy)-1-(trifluoromethyl)
ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(2-hydroxyethoxy)-1-(trifluoromethyl)
ethyl|phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phenyl]
acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-isopropoxy-1-(triftuoromethyl)ethyl|phe-
nyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[3-
methyl-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl];

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[3-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[dicy-
clopropyl(hydroxy)methyl|phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-methoxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)pyrimidin-2-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)pyrazin-2-y1]-N-[4-[ 2,
2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)pyridazin-3-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide; and,

2-[2-(cyclopropylmethylsulfonyl)pyrimidin-5-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide.

6. The method according to claim 1, wherein the at least
one condition is selected from the group consisting of
rheumatoid arthritis, psoriasis, inflammatory bowel disease,
Crohn’s disease and multiple sclerosis.

7. The method according to claim 1, wherein the at least
one condition is selected from osteoarthritis and asthma.

8. The method according to claim 1, wherein the at least
one condition is mucosal leishmaniasis.

9. A method of prophylactically treating at least one
condition selected from the group consisting of ROR-y
mediated autoimmune diseases, ROR-y mediated inflamma-
tory diseases and ROR-y mediated infectious diseases, the
method comprising administering an effective amount of a
compound according to Formula I or a pharmaceutically
acceptable salt thereof to a patient, wherein Formula I is.
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(Formula I)

O/

RS
R15 R16
AT3 xa
Il |

\(Au

N
ra””
R3

12

O

Ajg
/ \Ag

Il
AG%A/\AS
7 s=0

O// \Rl

R2

meta or para

wherein

A,;-A 4 are N or CR, |, CR,,, CR,;, CR,,, respectively,
with the proviso that no more than two of the four
positions A in A -A , can be simultaneously N;

Ag, A, Ag, Ay, A are N or CRg, CR,, CRg, CRg, CR, g,
respectively, with the proviso that at least one but no
more than two of the five positions A in Ag, A, Ag, Ao,
A is N;

R, is C(2-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, (di)C(3-6)cycloalkylamino or (di)(C(3-6)
cycloalkylC(1-3)alkyl)amino, with all carbon atoms of
alkyl groups optionally substituted with one or more F
and all carbon atoms of cycloalkyl groups optionally
substituted with one or more F or methyl;

R, and R, are independently H, F, methyl, ethyl, hydroxy,
methoxy or R, and R; together is carbonyl, all alkyl
groups, if present, optionally being substituted with one
or more F;

R, is H or C(1-6)alkyl;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl, C(6-
10)aryl, C(6-10)arylC(1-3)alkyl, C(1-9)heteroaryl,
C(1-9)heteroarylC(1-3)alkyl, C(3-6)cycloalkyl, C(3-6)
cycloalkylC(1-3)alkyl, C(2-5)heterocycloalkyl or C(2-
S)heterocycloalkylC(1-3)alkyl, all groups optionally
substituted with one or more F, C(1-2)alkoxy or cyano;

the sulfonyl group with R, is represented by one of R, Ry
or Rg;

the remaining R,-R,, are independently H, halogen,
amino, C(1-3)alkoxy, (di)C(1-3)alkylamino or C(1-6)
alkyl, all of the alkyl groups optionally being substi-
tuted with one or more F; and

R,s is H, C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cy-
cloalkylC(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)
alkyl, C(1-9)heteroaryl, C(1-9)heteroarylC(1-3)alkyl,
C(2-5)heterocycloalkyl or C(2-5)heterocycloalkyl-C
(1-3)alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)alkyl, C(1-
9heteroaryl, C(1-9)heteroarylC(1-3)alkyl, C(2-5)het-
erocycloalkyl or C(2-5)heterocycloalkyl-C(1-3)alkyl,
all groups optionally substituted with one or more F,
C(1-2)alkyl, C(1-2)alkoxy or cyano.
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10. The method according to claim 9, wherein in the
administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A,;-A,, are N or CR,,, CR,,, CR,;, CR,,, respectively,
with the proviso that no more than two of the four
positions A in A|,-A,, can be simultaneously N;

Ag AL A, A are N or CR, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions Ain Ag, A, Ag, A, is N;

Ag is CRg;

R, is C(3-6)cycloalkylC(1-3)alkyl or (di)C(3-6)cy-
cloalkylamino with all carbon atoms of alkyl groups
optionally substituted with one or more F and all
carbon atoms of cycloalkyl groups optionally substi-
tuted with one or more F or methyl;

R, and R, are independently H;

R, is H;

R; is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl, C(2-
S)heterocycloalkyl or C(2-5)heterocycloalkylC(1-3)
alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano;

the sulfonyl group with R, is represented by Rg;

the remaining R4-R |, are independently H, halogen, C(1-
3)alkoxy or C(1-6)alkyl, all of the alkyl groups option-
ally being substituted with one or more F or hydroxy;
and

R, 5 is C(1-6)alkyl or C(3-6)cycloalkyl, all groups option-
ally substituted with one or more F, C(1-2)alkoxy or
cyano; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, C(6-10)aryl, C(2-5)heterocycloalkyl or
C(2-5)heterocycloalkyl-C(1-3)alkyl, all groups option-
ally substituted with one or more F, C(1-2)alkyl, C(1-
2)alkoxy or cyano.

11. The method according to claim 9, wherein in the
administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A,,-A,, are respectively CR,,;, CR,,, CR,;, CR,,;

Ag, A, Ag, Ay are N or CR, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions Ain Ag, A, Ag, A, is N;

Ay is CRy;

R, is C(3-6)cycloalkylC(1-3)alkyl, all carbon atoms of
cycloalkyl groups optionally substituted with one or
more F or methyl;

R, and R, are independently H;

R, is H;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl or C(2-
S)heterocycloalkylC(1-3)alkyl;

the sulfonyl group with R, is represented by Re;

the remaining R4-R |, are independently H, halogen, C(1-
3)alkoxy or C(1-6)alkyl, all carbon atoms of alkyl
groups optionally substituted with one hydroxy;

R, 5 is C(1-6)alkyl or C(3-6)cycloalkyl, all carbon atoms
of the alkyl groups optionally substituted with one or
more F; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl or C(6-10)aryl, all carbon atoms of the alkyl
groups optionally substituted with one or more F.

12. The method according to claim 9, wherein in the

administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:
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A, or A, is N, the remaining position A being CR,, or
145

A, and A ; are respectively CR,, and CR;;

Ag, A Ay, A are N or CRy, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions A in Ag, A, Ag, A 1s N;

Ag is CRg;

R, is C(3-6)cycloalkylC(1-3)alkyl;

R, and R; are independently H;

R, is H;

Rsis H;

the sulfonyl group with R, is represented by Rg;

the remaining R,-R,, are independently H;

R,s is C(1-6)alkyl, all carbon atoms of alkyl groups
optionally substituted with one or more F; and,

R,s is C(1-6)alkyl, all carbon atoms of alkyl groups
optionally substituted with one or more F.

13. The method according to claim 9, wherein the admin-

istered compound is selected from the group consisting of:
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phenyl]
acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-methoxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
methyl-4-[2,2 2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(triftuorom-
ethyl)ethyl|phenyl]acetamide;

N-[3-chloro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-
3-pyridyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
methoxy-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
methyl-4-[2,2 2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(triftuorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
methoxy-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[5-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]-2-
pyridyljacetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[ 1-hy-
droxy-1-(trifluoromethyl)butyl]phenylJacetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[ 1-hy-
droxy-3-methyl-1-(trifluoromethyl)butyl |phenyl]acet-
amide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[ 1-hy-
droxy-4-methyl-1-(trifluoromethyl)pentyl|phenyl]ac-
etamide;

N-[4-(1-cyclopentyl-2,2,2-trifluoro-1-hydroxy-ethyl)phe-
nyl]-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]acet-
amide;

N-[4-[1-(cyclopentylmethyl)-2,2,2-trifluoro-1-hydroxy-
ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyljacetamide;
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N-[4-[1-(cyclohexylmethyl)-2,2,2-trifluoro-1-hydroxy-
ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[5-(2,2,
2-trifluoro-1-hydroxy-1-methyl-ethyl)-2-pyridyl]acet-
amide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[dicy-
clopropyl(hydroxy)methyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-(2,2,
2-trifluoro-1-hydroxy-1-phenyl-ethyl)phenyl]acet-
amide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[1-hy-
droxy-1-(trifluoromethyl)propyl|phenyl]acetamide
(racemate);

(-)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (levogyre enantiomer);

(+)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (dextrogyre enantiomer);

2-[6-[(2-methylcyclopropyl)methylsulfonyl]-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;

2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (racemate);

(+)-2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (dextrogyre
enantiomer);

(-)-2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (levogyre
enantiomer);

2-[6-(cyclopropylmethylsulfonyl)-4-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-2-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-5-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(oxetan-3-ylmethoxy)-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(2-methoxyethoxy)-1-(trifluoromethyl)
ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(2-hydroxyethoxy)-1-(trifluoromethyl)
ethyl|phenyl]acetamide;
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phenyl]
acetamide;
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-isopropoxy-1-(triftuoromethyl)ethyl|phe-
nyl]acetamide;
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[3-
methyl-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl];
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[3-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;



US 2019/0040012 A1
48

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[dicy-
clopropyl(hydroxy)methyl|phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-methoxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)pyrimidin-2-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)pyrazin-2-y1]-N-[4-[2,
2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)pyridazin-3-yl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide; and,

2-[2-(cyclopropylmethylsulfonyl)pyrimidin-5-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide.

14. The method according to claim 9, wherein the at least
one condition is selected from the group consisting of
rheumatoid arthritis, psoriasis, inflammatory bowel disease,
Crohn’s disease and multiple sclerosis.

15. The method according to claim 9, wherein the at least
one condition is selected from osteoarthritis and asthma.

16. The method according to claim 9, wherein the at least
one condition is mucosal leishmaniasis.

17. A method of therapeutically treating at least one
condition selected from the group consisting of Kawaski
disease and Hashimoto’s thyroiditis, the method comprising
administering an effective amount of a compound according
to Formula I or a pharmaceutically acceptable salt thereof to
aperson in need of a therapeutic treatment, wherein Formula
Tis:

(Formula I)

meta or para

wherein

A,;-A 4 are N or CR, |, CR,,, CR,;, CR,,, respectively,
with the proviso that no more than two of the four
positions A in A|,-A,, can be simultaneously N;

Ag A, Ag, As, A are N or CRy, CR,, CR,, CR,, CR |,
respectively, with the proviso that at least one but no
more than two of the five positions A in Ag, A, Ag, Ao,
A is N;

R, is C(2-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, (di)C(3-6)cycloalkylamino or (di)(C(3-6)
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cycloalkylC(1-3)alkyl)amino, with all carbon atoms of
alkyl groups optionally substituted with one or more F
and all carbon atoms of cycloalkyl groups optionally
substituted with one or more F or methyl;

R, and R; are independently H, F, methyl, ethyl, hydroxy,
methoxy or R, and R; together is carbonyl, all alkyl
groups, if present, optionally being substituted with one
or more F;

R, is H or C(1-6)alkyl;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl, C(6-
10)aryl, C(6-10)arylC(1-3)alkyl, C(1-9)heteroaryl,
C(1-9)heteroarylC(1-3)alkyl, C(3-6)cycloalkyl, C(3-6)
cycloalkylC(1-3)alkyl, C(2-5)heterocycloalkyl or C(2-
S)heterocycloalkylC(1-3)alkyl, all groups optionally
substituted with one or more F, C(1-2)alkoxy or cyano;

the sulfonyl group with R, is represented by one of R, Ry
or Ry;

the remaining R,-R,, are independently H, halogen,
amino, C(1-3)alkoxy, (di)C(1-3)alkylamino or C(1-6)
alkyl, all of the alkyl groups optionally being substi-
tuted with one or more F; and

R,s is H, C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cy-
cloalkylC(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)
alkyl, C(1-9)heteroaryl, C(1-9)heteroarylC(1-3)alkyl,
C(2-5)heterocycloalkyl or C(2-5)heterocycloalkyl-C
(1-3)alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)alkyl, C(1-
9heteroaryl, C(1-9)heteroarylC(1-3)alkyl, C(2-5)het-
erocycloalkyl or C(2-5)heterocycloalkyl-C(1-3)alkyl,
all groups optionally substituted with one or more F,
C(1-2)alkyl, C(1-2)alkoxy or cyano.

18. The method according to claim 17, wherein in the

administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A,;-A,, are N or CR,,, CR,,, CR,;, CR,,, respectively,
with the proviso that no more than two of the four
positions A in A|,-A,, can be simultaneously N;

Ag AL A, A are N or CR, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions Ain Ay, A,, Ag, A, is N;

Ay is CRy;

R, is C(3-6)cycloalkylC(1-3)alkyl or (di)C(3-6)cy-
cloalkylamino with all carbon atoms of alkyl groups
optionally substituted with one or more F and all
carbon atoms of cycloalkyl groups optionally substi-
tuted with one or more F or methyl;

R, and R, are independently H;

R, is H;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl, C(2-
S)heterocycloalkyl or C(2-5)heterocycloalkylC(1-3)
alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano;

the sulfonyl group with R, is represented by Ry;

the remaining R4-R |, are independently H, halogen, C(1-
3)alkoxy or C(1-6)alkyl, all of the alkyl groups option-
ally being substituted with one or more F or hydroxy;
and

R, 5 is C(1-6)alkyl or C(3-6)cycloalkyl, all groups option-
ally substituted with one or more F, C(1-2)alkoxy or
cyano; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, C(6-10)aryl, C(2-5)heterocycloalkyl or
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C(2-5)heterocycloalkyl-C(1-3)alkyl, all groups option-
ally substituted with one or more F, C(1-2)alkyl, C(1-
2)alkoxy or cyano.

19. The method according to claim 17, wherein in the
administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A,,-A,, are respectively CR,;, CR,,, CR ;, CR;

A, Ay Ay, Ay are N or CRg, CR,, CR,, CR,,, respec-
tively, with the proviso that at least one but no more
than two of the four positions A in Ag, A, Ag, A 1s N;

Ay is CRg;

R, is C(3-6)cycloalkylC(1-3)alkyl, all carbon atoms of
cycloalkyl groups optionally substituted with one or
more F or methyl;

R, and R; are independently H;

R, is H;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl or C(2-
5)heterocycloalkylC(1-3)alkyl;

the sulfonyl group with R, is represented by Rg;

the remaining R¢-R, , are independently H, halogen, C(1-
3)alkoxy or C(1-6)alkyl, all carbon atoms of alkyl
groups optionally substituted with one hydroxy;

R,s is C(1-6)alkyl or C(3-6)cycloalkyl, all carbon atoms
of the alkyl groups optionally substituted with one or
more F; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl or C(6-10)aryl, all carbon atoms of the alkyl
groups optionally substituted with one or more F.

20. The method according to claim 17, wherein in the
administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A, or A, is N, the remaining position A being CR,, or

CRy;

A, and A ; are respectively CR,, and CR;;

Ag, A Ay, A are N or CRy, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions A in Ag, A, Ag, A 1s N;

Ag is CRg;

R, is C(3-6)cycloalkylC(1-3)alkyl;

R, and R; are independently H;

R, is H;

Rsis H;

the sulfonyl group with R, is represented by Rg;

the remaining R4-R |, are independently H;

R,s is C(1-6)alkyl, all carbon atoms of alkyl groups
optionally substituted with one or more F; and,

R,s is C(1-6)alkyl, all carbon atoms of alkyl groups
optionally substituted with one or more F.

21. The method according to claim 17, wherein the
administered compound is selected to from the group con-
sisting of

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phenyl]
acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-methoxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
methyl-4-[2,2 2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(triftuorom-
ethyl)ethyl|phenyl]acetamide;
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N-[3-chloro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-
3-pyridyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
methoxy-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
methyl-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
methoxy-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[5-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]-2-
pyridyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[1-hy-
droxy-1-(trifluoromethyl)butyl]phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[1-hy-
droxy-3-methyl-1-(trifluoromethyl)butyl |phenyl]acet-
amide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[1-hy-
droxy-4-methyl-1-(trifluoromethyl)pentyl|phenyl]ac-
etamide;

N-[4-(1-cyclopentyl-2,2,2-trifluoro-1-hydroxy-ethyl)phe-
nyl]-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]acet-
amide;

N-[4-[1-(cyclopentylmethyl)-2,2,2-trifluoro-1-hydroxy-
ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]acetamide;

N-[4-[1-(cyclohexylmethyl)-2,2,2-trifluoro-1-hydroxy-
ethyl]phenyl]-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[5-(2,2,
2-trifluoro-1-hydroxy-1-methyl-ethyl)-2-pyridyl]acet-
amide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[dicy-
clopropyl(hydroxy)methyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-(2,2,
2-trifluoro-1-hydroxy-1-phenyl-ethyl)phenyl]acet-
amide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[1-hy-
droxy-1-(trifluoromethyl)propyl]phenyl]acetamide
(racemate);

(-)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (levogyre enantiomer);

(+)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (dextrogyre enantiomer);

2-[6-[(2-methylcyclopropyl)methylsulfonyl]-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;

2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (racemate);

(+)-2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (dextrogyre
enantiomer);
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(-)-2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (levogyre
enantiomer);

2-[6-(cyclopropylmethylsulfonyl)-4-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-2-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-5-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(oxetan-3-ylmethoxy)-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(2-methoxyethoxy)-1-(trifluoromethyl)
ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(2-hydroxyethoxy)-1-(trifluoromethyl)
ethyl|phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phenyl]
acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-isopropoxy-1-(triftuoromethyl)ethyl |phe-
nyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[3-
methyl-4-[2,2 2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl];

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[3-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(triftuorom-
ethyl)ethyl|phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[dicy-
clopropyl(hydroxy)methyl|phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-methoxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)pyrimidin-2-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide;

2-[5-(cyclopropylmethylsulfonyl)pyrazin-2-y1]-N-[4-[2,
2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)pyridazin-3-yl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide; and,

2-[2-(cyclopropylmethylsulfonyl)pyrimidin-5-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide.

22. A method of prophylactically treating at least one
condition selected from the group consisting of Kawaski
disease and Hashimoto’s thyroiditis, the method comprising
administering an effective amount of a compound according
to Formula I or a pharmaceutically acceptable salt thereof to
a patient, wherein Formula I is:
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(Formula I)

meta or para

wherein

A ;-A,, are N or CR,,, CR,,, CR,;, CR,,, respectively,
with the proviso that no more than two of the four
positions A in A, -A , can be simultaneously N;

Ag, As Ag, Ag, Ay are N or CRg, CR,, CRy, CR,, CRy,
respectively, with the proviso that at least one but no
more than two of the five positions A in Ag, A, Ag, Ao,
A is N;

R, is C(2-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, (di)C(3-6)cycloalkylamino or (di)(C(3-6)
cycloalkylC(1-3)alkyl)amino, with all carbon atoms of
alkyl groups optionally substituted with one or more F
and all carbon atoms of cycloalkyl groups optionally
substituted with one or more F or methyl;

R, and R; are independently H, F, methyl, ethyl, hydroxy,
methoxy or R, and R; together is carbonyl, all alkyl
groups, if present, optionally being substituted with one
or more F;

R, is H or C(1-6)alkyl;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl, C(6-
10)aryl, C(6-10)arylC(1-3)alkyl, C(1-9)heteroaryl,
C(1-9)heteroarylC(1-3)alkyl, C(3-6)cycloalkyl, C(3-6)
cycloalkylC(1-3)alkyl, C(2-5)heterocycloalkyl or C(2-
S)heterocycloalkylC(1-3)alkyl, all groups optionally
substituted with one or more F, C(1-2)alkoxy or cyano;

the sulfonyl group with R, is represented by one of R, Rq
or Ry;

the remaining Rg-R,, are independently H, halogen,
amino, C(1-3)alkoxy, (di)C(1-3)alkylamino or C(1-6)
alkyl, all of the alkyl groups optionally being substi-
tuted with one or more F; and

R,s is H, C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cy-
cloalkylC(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)
alkyl, C(1-9)heteroaryl, C(1-9)heteroarylC(1-3)alkyl,
C(2-5)heterocycloalkyl or C(2-5)heterocycloalkyl-C
(1-3)alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, C(6-10)aryl, C(6-10)arylC(1-3)alkyl, C(1-
9heteroaryl, C(1-9)heteroarylC(1-3)alkyl, C(2-5)het-
erocycloalkyl or C(2-5)heterocycloalkyl-C(1-3)alkyl,
all groups optionally substituted with one or more F,
C(1-2)alkyl, C(1-2)alkoxy or cyano.
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23. The method according to claim 22, wherein in the
administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A,;-A,, are N or CR, |, CR,,, CR,;, CR,,, respectively,
with the proviso that no more than two of the four
positions A in A|,-A,, can be simultaneously N;

Ag, A Ay, A are N or CRy, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions A in Ag, A, Ag, A 1s N;

Ag is CRg;

R, is C(@3-6)cycloalkylC(1-3)alkyl or (di)C(3-6)cy-
cloalkylamino with all carbon atoms of alkyl groups
optionally substituted with one or more F and all
carbon atoms of cycloalkyl groups optionally substi-
tuted with one or more F or methyl;

R, and R; are independently H;

R, is H;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl, C(2-
S)heterocycloalkyl or C(2-5)heterocycloalkylC(1-3)
alkyl, all groups optionally substituted with one or
more F, C(1-2)alkoxy or cyano;

the sulfonyl group with R, is represented by Rg;

the remaining R4-R, , are independently H, halogen, C(1-
3)alkoxy or C(1-6)alkyl, all of the alkyl groups option-
ally being substituted with one or more F or hydroxy;
and

R, is C(1-6)alkyl or C(3-6)cycloalkyl, all groups option-
ally substituted with one or more F, C(1-2)alkoxy or
cyano; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl, C(6-10)aryl, C(2-5)heterocycloalkyl or
C(2-5)heterocycloalkyl-C(1-3)alkyl, all groups option-
ally substituted with one or more F, C(1-2)alkyl, C(1-
2)alkoxy or cyano.

24. The method according to claim 22, wherein in the
administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:

A,;-A |, are respectively CR, |, CR,,, CR,;, CR 4

A, Ay Ay, Ay are N or CRg, CR,, CR,, CR,,, respec-
tively, with the proviso that at least one but no more
than two of the four positions A in Ag, A, Ag, A 1s N;

Ay is CRg;

R, is C(3-6)cycloalkylC(1-3)alkyl, all carbon atoms of
cycloalkyl groups optionally substituted with one or
more F or methyl;

R, and R; are independently H;

R, is H;

Rs is H, hydroxyethyl, methoxyethyl, C(1-6)alkyl or C(2-
5)heterocycloalkylC(1-3)alkyl;

the sulfonyl group with R, is represented by Rg;

the remaining R4-R, , are independently H, halogen, C(1-
3)alkoxy or C(1-6)alkyl, all carbon atoms of alkyl
groups optionally substituted with one hydroxy;

R,s is C(1-6)alkyl or C(3-6)cycloalkyl, all carbon atoms
of the alkyl groups optionally substituted with one or
more F; and,

R, is C(1-6)alkyl, C(3-6)cycloalkyl, C(3-6)cycloalkylC
(1-3)alkyl or C(6-10)aryl, all carbon atoms of the alkyl
groups optionally substituted with one or more F.

25. The method according to claim 22, wherein in the

administered compound according to Formula I or the
pharmaceutically acceptable salt thereof:
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A, or A,, is N, the remaining position A being CR,, or
145

A, and A ; are respectively CR |, and CR,;;

Ag AL A, A are N or CR, CR,, CR,, CR,, respec-
tively, with the proviso that at least one but no more
than two of the four positions Ain Ay, A,, Ag, A, is N;

Ay is CRy;

R, is C(3-6)cycloalkylC(1-3)alkyl;

R, and R; are independently H;

R, is H;

Rsis H;

the sulfonyl group with R, is represented by Rg;

the remaining R-R,, are independently H;

R,s is C(1-6)alkyl, all carbon atoms of alkyl groups
optionally substituted with one or more F; and,

R,s is C(1-6)alkyl, all carbon atoms of alkyl groups
optionally substituted with one or more F.

26. The method according to claim 22, wherein the
administered compound is selected from the group consist-
ing of:

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phenyl]
acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-methoxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
methyl-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

N-[3-chloro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-
3-pyridyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[3-
methoxy-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
methyl-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[2-
methoxy-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[5-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]-2-
pyridyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[1-hy-
droxy-1-(trifluoromethyl)butyl]phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[1-hy-
droxy-3-methyl-1-(trifluoromethyl)butyl |phenyl]acet-
amide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[1-hy-
droxy-4-methyl-1-(trifluoromethyl)pentyl|phenyl]ac-
etamide;

N-[4-(1-cyclopentyl-2,2,2-trifluoro-1-hydroxy-ethyl)phe-
nyl]-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]acet-
amide;

N-[4-[1-(cyclopentylmethyl)-2,2,2-trifluoro-1-hydroxy-
ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyl]acetamide;
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N-[4-[1-(cyclohexylmethyl)-2,2,2-trifluoro-1-hydroxy-
ethyl|phenyl]-2-[6-(cyclopropylmethylsulfonyl)-3-
pyridyljacetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[5-(2,2,
2-trifluoro-1-hydroxy-1-methyl-ethyl)-2-pyridyl]acet-
amide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[dicy-
clopropyl(hydroxy)methyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-(2,2,
2-trifluoro-1-hydroxy-1-phenyl-ethyl)phenyl]acet-
amide;

2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[ 1-hy-
droxy-1-(trifluoromethyl)propyl|phenyl]acetamide
(racemate);

(=)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (levogyre enantiomer);

(+)-2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide (dextrogyre enantiomer);

2-[6-[(2-methylcyclopropyl)methylsulfonyl]-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;

2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (racemate);

(+)-2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (dextrogyre
enantiomer);

(-)-2-[6-[(2,2-difluorocyclopropyl)methylsulfonyl]-3-
pyridyl]-N-[4-[2,2,2-trifluoro-1-hydroxy-1-(trifluo-
romethyl)ethyl|phenyl]acetamide (levogyre
enantiomer);

2-[6-(cyclopropylmethylsulfonyl)-4-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;

2-[6-(cyclopropylmethylsulfonyl)-2-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;
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2-[6-(cyclopropyl methylsulfonyl)-5-methyl-3-pyridyl]-
N-[4-[2,2,2-trifluoro-1-hydroxy-1-(triftuoromethyl)
ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(oxetan-3-ylmethoxy)-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(2-methoxyethoxy)-1-(trifluoromethyl)
ethyl|phenyl]acetamide;
2-[6-(cyclopropyl methylsulfonyl)-3-pyridyl]-N-[4-[2,2,
2-trifluoro-1-(2-hydroxyethoxy)-1-(trifluoromethyl)
ethyl|phenyl]acetamide;
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phenyl]
acetamide;
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-isopropoxy-1-(triftuoromethyl)ethyl|phe-
nyl]acetamide;
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[3-
methyl-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl];
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[3-
fluoro-4-[2,2,2-trifluoro-1-hydroxy-1-(trifluorom-
ethyl)ethyl|phenyl]acetamide;
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[dicy-
clopropyl(hydroxy)methyl|phenyl]acetamide;
2-[5-(cyclopropylmethylsulfonyl)-2-pyridyl]-N-[4-[2,2,
2-trifluoro-1-methoxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;
2-[5-(cyclopropylmethylsulfonyl)pyrimidin-2-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide;
2-[5-(cyclopropylmethylsulfonyl)pyrazin-2-y1]-N-[4-[ 2,
2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl|phe-
nyl]acetamide;
2-[6-(cyclopropylmethylsulfonyl)pyridazin-3-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide; and,
2-[2-(cyclopropylmethylsulfonyl)pyrimidin-5-y1]-N-[4-
[2,2,2-trifluoro-1-hydroxy-1-(trifluoromethyl)ethyl]
phenyl]acetamide.

#* #* #* #* #*



