2

carcinoma (Li et al. (2006) Cancer Research 66 (13):6741-7; Fujii et al. (2005) Int J Cancer 114
(2):209-18.
Beyond oncology therapeutic and diagnostic applications, Pim kinases could play an
important role in normal immune system function and Pim inhibition could be therapeutic for a
5 number of different immunologic pathologies including tumorigensis (Nawijn et al (2011)
Nature Rev. 11:23-34), inflammation, autoimmune conditions, allergy, and immune suppression

for organ transplantation (Aho et al. (2005) Immunology 116 (1):82-8).

SUMMARY GFEFHEINVENTION
The invention-disclosure relates to cyclic ether pyrazol-4-yl-heterocyclyl-carboxamide
10 compounds for treating disorders mediated by Pim kinase (Pim-1, Pim-2, and/or Pim-3)
inhibitors Formula I compounds.

Formula | compounds have the structure:

R’E
\ 2
N R
o
N\
NH
@) X I

where R? is selected from the structures:

/(RS)n (R3 (R3 (R3)I’l
(R3 (RS) <R3 Ra)“
R3)n (RS)n (Rs)n R N

PO G QO

15



_4-

(R3 (R¥)n
o /\/(R3)n
o SO
oC %y
Rs)n s (R¥n
QW /D Y
le. o k3

(R%n
o

-

where the wavy line indicates the site of attachment and the dashed line indicates an
optional double bond;

X is selected from the structures:

£ N s N R ¢ N R £ N\\(Rﬁ
= X, X, A
Re” S R&” N7 RS R R R
and stereoisomers, geometric isomers, tautomers, and pharmaceutically acceptable salts
thereof. The various substituents, including R', R*, R>, R*, R’ R®, R/, and X are as defined
herein.

One aspect of the disclosure is a compound selected from Formula &t

R1
\

NH

) X 1

and stereoisomers, geometric isomers, tautomers. or pharmaceutically acceptable salts

thereof, wherein:

R' ig selected from H. C-Cj alkyl, C-Cyo alkenyl, Co-Cy alkynyl, Co-Cag aryl, Cs-

Ciacarboceyelvl, Co-Cog heterocyelvl, C;-Cog heteroaryl, and -(C,-Cy5 alkylene)-(Co-Cog

heterocvelyl):




10

-da-

R% is selected from the structures:

(R*)n Rs)n

ﬂ> SO

;@

@ ff

R¥n

3 m_ﬁ)

0

R3)n

L@

(R%n

VR
A LI

3

0 N
N s, O
%J:OT‘R n Al

R3)n
Q (RN /E\ \_(R%n

“Lz_

(R%)n
(R¥)n - /
13 O

“*z

R3)n

where the wavy line indicates the site of attachinent;

R’ is independently selected from F, CL Br. 1. -CHs, -CHyCHs, -CH(CH;3)y, -C(CHa)s, -

CH,CH(CHy o -CH=CHo, -CH=C(CH3), =CHy. -CH,F. -CHF>, ~CF3. -CH,OH, -CH,OCHs, -

CH,NH,, -CH,NHCH;, -CH,CH,NH,,

-CH,CHCH,NH,, -CH,CH(CH3)NH,, -CH,OH, -

CH,CH,OH, -C(CH1»OH. -CHIOH)YCH(CH3),. -C(CH3)-CHAOH, -CH,CH,SO,CHs, -CN. -
CO,H. -COCH;, -COCH,NH,, -CO,CH;, -CO2C(CHs)s, -COCH(OH)CHs, -CONH,, -

CONHCHj, -CON(CHs)o. -C(CH3),CONHy, -NQ,. -NH,. -NHCH;, -N(CH5),. -NHCH,CHF», -

NHCH,CFs. -NHCH,CH,OH. -NHCOCH, -N(CH3)COCH;. -NHC(Q)YOCH,CH, -

NHC(OYOCH,CH;, -NHC(O)OCeHs, -NHS(O)CHs, -N(CH;)C(CH3),CONHy, -

N(CH3)CFHLCH,S(0).CH,, =0, -OH, -OCH,, -OCHF,. -OCH,F. -OCH,CH,, -OCH(CHy)h. -
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cyvelobutyl, evelopentvl. cvelohexvl, evclohentvl, azetidinvl, azepanvl, oxetanvl. oxetan-3-

vimethvylamino, (3-methvioxetan-3-vhmethvlamino, pyrrolidinyl, piperazinyl, piperidinyl,

(piperidin-4-yvliethvl). pyranvl, (piperidin-4-vimethyl), morpholinomethvl. and morpholino:

or where two geminal R® groups form a spiro ring selected from a ¢yclopropvl,

cvclobutvl, evelopentvl, cvelohexvl, pyrrolidinyl, azetidinyl, azepanyl. oxetanvl, pyirolidinyl,

piperazinyl, or piperidinyl ring. where the spiro ring is optionally substituted with one or more

groups independently selected from -F. -OH, =0, -CHj, -NH,, -CH-F, -CH,OH, -CH>OCH;, -
CH}NHZ, and -CF};

or where two vicinal R’ eroups form a five-membered or six-membered heterocyelyl

fused ring, where the heterocvelyl fused ring is optionally substituted with one or more sroups
mdependently selected from -F, -OH, =0, -CHj, -NH,, -CHyF, ~-CH,OH, -CH,OCHs, - CHoNH-,
and -CF3;

nis.1,2.3,.4. 5, 0or6:;

X is selected from the structures:

e YT OO XY
S RY N7 R4 R R R

R4

where the wavy line indicates the site of attachment;

R* is independently H, F, -CH,, or -NH,: and

R’ is selected from H. CL Br, C;-C, alkyl, -0-(C-Cyy alkyl), -(C,1-C alkylene)-(C1-C)n

carbocyelyl), «(C-C» alkylene-(Cr-Cog heterocyelyl), -(Cr-Cy alkenvlene)-(Cs-Cyy carboeyelyl).

~(Cy-Cy alkenvlene)-(Ca-Cop heterocyelvl), Co-Cog arvl, -(Ce-Cop arylene)-(Cr-Cop heterocyelvl), -

heteroarvi}-(C;-Ci» alkyl): where alkyl, alkenvl, alkynvl, alkvlene, carbocyelvl. heterocyelvl,

aryl. and heteroarvl are optionally substituted with one or more groups independently selected

from F. CL. Br, L. -CHs. -CH,CHs, -CH(CHs)s. -CH,CH(CHa)y, -CHoNH,, -CH,CH,NH,, -

CONH,, -CONHCH;. -CON(CHj)s, -C(CH3),CONHy, -NO», -NH,. -NHCH;, -N(CH3 ). -
NHCOCH;, -N(CH3)COCHs, -NHS(0).CHj. -N(CH;)C(CH3),CONH,, -
N(CH3)CH,CH,8(0Y%,CHs, =0. -OH, ~OCHs, -OCFs, -OCH(CHa),. -S(O1,N(CHa ), -SCH;, -
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CH,OCH;, -S(0).CHa. cyclopropyl, eyclobutyl, cyclopentyl, cvclohexyl. cycloheptyl, azetidinyl,
piperidin-4-yhethvl). pyranvl,

iperazinvl, piperidinyl.

azepanyl, oxetanyl, phenvl. pyrrolidinyl,

(piperidin-4-vimethvyl), morpholinomethvl, and morpholino.

One-Another aspect of the invention-disclosure is a pharmaceutical composition
comprised of a Formula I compound and a pharmaceutically acceptable carrier, glidant, diluent,
or excipient, The pharmaceutical composition may further comprise a chemotherapeutic agent.

The disclosure inventien-includes a method of treating a disease or disorder which
method comprises administering a therapeutically effective amount of a Formula I compound to
a patient with a disease or disorder selected from cancer, immune disorders, cardiovascular
disease, viral infection, inflammation, metabolism/endocrine function disorders and neurological
disorders, and mediated by Pim kinase. The method includes further administering an additional
therapeutic agent selected from a chemotherapeutic agent, an anti-inflammatory agent, an
immunomodulatory agent, a neurotropic factor, an agent for treating cardiovascular disease, an
agent for treating liver disease, an anti-viral agent, an agent for treating blood disorders, an agent
for treating diabetes, and an agent for treating immunodeficiency disorders.

The disclosure invention-includes use of a Formula I compound in the manufacture of a
medicament for the treatment of cancer, immune disorders, cardiovascular disease, viral

infection,
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inflammation, metabolism/endocrine function disorders and neurological disorders, wherein the
medicament mediates Pim kinase.

The disclosure invention-includes a kit for treating a condition mediated by Pim kinase,
comprising: a) a first pharmaceutical composition comprising a Formula I compound; and b)
instructions for use.

The disclosure inventien-includes a Formula I compound for use as a medicament, and
for use in treating a disease or disorder selected from cancer, immune disorders, cardiovascular
disease, viral infection, inflammation, metabolism/endocrine function disorders and neurological
disorders, and mediated by Pim kinase.

The disclosure invention-includes methods of making a Formula I compound.

Another aspect of the disclosure is a pharmaceutical composition comprised of a
NH,
l
NN AL
v /O
NH R

N

O’J\E 3
S

F

or a pharmaceuticallv acceptable salt thereof, and a pharmaceutically acceptable carrier,

compound having the structure:

glidant, diluent, or excipient.

DETAILED DESCRIPTION OF EXEMPLARY EMBODIMENTS

Reference will now be made in detail to certain embodiments of the invention, examples
of which are illustrated in the accompanying structures and formulas. While the invention will
be described in conjunction with the enumerated embodiments, it will be understood that they
are not intended to limit the invention to those embodiments. On the contrary, the invention is
intended to cover all alternatives, modifications, and equivalents which may be included within
the scope of the present invention as defined by the claims. One skilled in the art will recognize
many methods and materials similar or equivalent to those described herein, which could be used
in the practice of the present invention. The present invention is in no way limited to the
methods and materials described. In the event that one or more of the incorporated literature,
patents, and similar materials differs from or contradicts this application, including but not
limited to defined terms, term usage, described techniques, or the like, this application controls.
Unless otherwise defined, all technical and scientific terms used herein have the same meaning

as commonly understood by one of ordinary skill in the art to which this invention belongs.
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Although methods and materials similar or equivalent to those described herein can be used in
the practice or testing of the invention, suitable methods and materials are described below. All
publications, patent applications, patents, and other references mentioned herein are incorporated
by reference in their entirety. The nomenclature used in this Application is based on JUPAC

5 systematic nomenclature, unless indicated otherwise.

DEFINITIONS

When indicating the number of substituents, the term “one or more” refers to the range
from one substituent to the highest possible number of substitution, i.e. replacement of one
hydrogen up to replacement of all hydrogens by substituents. The term “substituent” denotes an

10 atom or a group of atoms replacing a hydrogen atom on the parent molecule. The term
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heterocyclyl).
6. The compound of claim 5 wherein R' is oxetan-3-yimethyl.
7. The compound of claim 5 wherein R has the structure:

(R¥)n

j
A

8. The compound of claim 1 wherein R? is independently selected from F, ClI, -OH, -CHj,, -
CH,CH;, ~CF3, -NH,, -NHCH;, -N(CHj3),, -NHCH,CHF,, -NHCH,CF;, -CH,NHCH,, and -OCHj;

andnis 1,2, or 3,

9. The compound of claim 1 wherein R* is -NH,.
10. The compound of claim { wherein R*is H.
11. The compound of claim 1 wherein R’ is Cs-Cyg aryl.
12. The compound of claim 11 wherein R® is phenyl substituted with one or more F.
13. The compound of claim 1 having the structure of Formula la-1d:

R

2 R1
/N‘-\/R \N R?
N [ N
\'/’\NH \
NH
N 5
O 1 ‘>~R5 O)’\/N\ R
: S /I\ =
HoN Ia HaN™ °N Ib
R R
\ R2 \ R?
Ot N
N N
NS NH
N. RS N. _R®
O AN O BN
1 P l /I




w205

+o—Thecompound-of-elaim-T-having-the stracture-of-FormulaTer



Ri
\ R2
N
NH

0 i[\N\>—R5

S le

R1
R2

<~ \Z/

NH

R4
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15. The compound of claim 1 selected from the group consisting of:

S-amino-2-(2.6-difluorophenvl)-N-[5-(3.6-dihydro-2H-pyran-4-vh- L -methyil-pyrazol-4-vilthiazole-4-

carboxamide

5-amino-2-(2.6-diflucrophenyl)-N-[5-(3.4-dihydro-2H-pyran-6-yl}- L -methvi-pyrazol-4-ylithiazole-4-

carboxamide
5-amino-2-(2.6-difluorophenyl}-N-[ 5-(2-methoxvietrahvdropvran-2-vl)-1 -methvi-pyrazol-4-

yiithiazole-4-carboxamide

S-amino-2-{2,6-diflacrophenyl

-N-{ 1-methvi-3-tetrahvdropyran-2-vl-nyrazol-4-yhithiazole-4-

carboxamide
S-amino-2-(3-fluoro-2-pyridyl}-N-{5-(2-methoxytetrahydropyran-2-vl)- I -methyl-pyrazol-4-

vilthiazole-4-carboxamide

S-amino-2-(2.6-difluoropheny)-N-(5-{({18.48.58)4-hvdroxy-8 -oxabicyelof 3.2. 1 Joctan-1 -yl )1~

methvl-1H-pyrazol-4-vhithiazole-4-carboxamide

S-amino-N-[5-(2-amino-3-oxabicyelo[3.2. 1Joctan-5-vi

difluorophenyhithiazole-4-carboxamide

S-amino-2-(2.6-difluorophenyl}-N-{5-((ZR.7R)-5-hvdroxv-T-methvioxepan-2-vi}- 1 -methvi-1H-

pyrazol-4-viithiazole-4-carboxamide

S-amino-2-(2.6-difluorophenyl)-N-15-(2-hvdroxv-8-oxabicyclo3.2. 1 loctan-5-vi}- I -methvl-pyrazol-4-

vijthiazole-4-carboxamide

S-amino-2-(2.6-difluorophenyl)-N-{5-({5R.65)-5.6-dihvdroxyoxepan-2-yh)-1-methvi-1 H-pyrazol-4-

yviithiazole-4-carboxamide
S-amino-N-{(53-((2R.7R.

difluorophenylithiazole-4-carboxamide
2R.7R

-5-amino-7-ethyloxepan-2-vi)-1-methyi-1H-pyrazol-4-v1)-2-(2.6-

S-amino-N- -S-amino-7-methvioxepan-2-vl}-1-methvl-1H-pyrazol-4-vi

difluorophenvhithiazole-4-carboxamide

S-amino-N-[5-(6-amino-4.4-difluoro-oxepan-2-yh)-1-methyl-pyrazol-4-vi}-2-(2.6-

diftuorophenvhithiazole-4~carboxamide
S-amino-N-(5-({18.48.5S
{2.6-difluorophenviithiazole-4-carhoxamide

S-anmno-N-(5~({18.4R.58)-4-amino-8-oxabicyclo[3.2. 1]octan-1 -v1)-1-methvi-1 H-pyvrazol-4-vl)-2-

-4-amino-8-oxabicyelol[3.2.1Joctan-1-vDi-1 -methvi-1H-pyrazol-4-y1)-2-

{2,6-difluorophenviithiazole-4-carboxamide
S-amino-N-{5-({1R.48.5R)-4-amino-&-oxabicyelo[3.2.1 Joctan-1 -y ' Hepyrazol-4-y)-2-

2.6-difluorophenyDithiazole-4-carboxamide

S-amino-N-(5-({ IR.4R.5R)-4-amino-8-oxabicvelol3.2. 1 Toctan-1-v)- 1 -methyl- 1 H-pyrazal-4-yl)-2-
(2.6-difluorophenviithiazole

S-amino-N={5-{{3R.6R)-5-amino-6-fluorcoxepan-2-yli-1 -methvi-1H-pyrazol-4-y1)-2-{2,6-

-4-carboxamide
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difluorophenvlthiazole-4-carboxamide

S-amino-N-(3- 'az701-4-y1)-2-(2,6-
diflyorophenvlthiazole-4-carboxamide

S-amino-N-~{5-((2R.55,7R}-5~amino-~

7-methyloxepan-2-yl}-1-methyi-1H-pyrazol-4-vi)-2-(2,6-

thiazole-4-carboxamide

difluorophenylthiazole-4-carboxamide
S-amino-N-(5-{{58,68)-6-amino-S-methoxyvoxepan-2-yl)-1-methyl-1H-pyrazol-4-y1)-2-{2.6-
difluorophenyl)thiazole-4-carboxamide
S-amino-N-{5-(5-amino-6-fluoro-oxepan-2-vh)-1-methyl-
difluorophenyliithiazole-4-carboxamide
S-amino-N-(5-((ZR,7R)-5-amino-7-ethvloxepan-2-vl)-1-methyl-1H-pyrazol-4-v]}-2-(2.6-

razol-4-v11-2-(2.6-

difluorophenvithiazole-4-carboxamide

S-aimnino-N-(5-{{5R.658)-5-amino-6-methoxvoxepan-2-vli-1-methyl-1H-pyrazol-4-y1)-2~(2.6-

difluorophenyhithiazole-4-carboxamide

S-amino-N-{5-((4R,5R)

-4-amino-5-fluorooxepan-2-vi-L-methvi- | H-pyrazol-4-v1}-2-(2.6-

difluorophenvlithiazole-4-carboxamide

S-amino-N-(5-((58.6R)-5-amino-G-methox voxepan-2-v-1-methvl-1H-pyrazol-4-vi}-2-(2.6-

difluorophenvlithiazole-4-carboxamide

S-amino-N-{5-({53R,6R)-5-amino-6-fluorcoxepan-2-y-1-methyl-1H-pyrazot-4-vi}-2-(2,6-

difluorophenvithiazole-4-carboxamide
S-amino-N-(5-({4S 58

diftuorophenvhthiazole-4-carboxamide

S-amino-N-[ 5-(6-amino-4.4-diflucro-oxepan-2-vl)-1-methvl-pyvrazol-4-vi]-2-( 2,6~

diflyorophenvlthiazole-4-carboxamide

S-amino-2-(2.6-difluorophenvl razol-4-viithiazole-4-

carboxamide
S~amino-N-[5-(5-amino-4-fluoro-oxepan-2-vl)-1-methvi-pyrazol-4-vi1-2-(2,6-
difluorophenylithiazole-4-carboxamide

S-amino-N-(5-((2S.4R.5R}-5-

difluorovhenyDithiazole-4-carboxamide

anino-4-methoxvoxepan-2-yi-1-methvl-

1H-pyvrazol-4-v1)-2-(2,6-

5-amino-N-(5-({2R 48.58)-5-amino-4-fluorooxepan-2-vi)-1-methvi- H-pyrazol-4-y1}-2-(2.6-

difluorophenvithiazole-4-carboxamide
S-amino-N-(5-{{2R.48.58)-5-amino-4-methoxvoxepan-2-vi -1 -methyl-1 H-pyrazol-4-yi)-2-(2.6-
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difluorophenvhithiazole-4-carboxamide

S-amino-N-[5-{ 1 -{aminomethv)-7-oxabicyelof2.2. 1 Theptan-4-vil-1-methvl-pvrazol-4-y1}-2-(2-

fluorophenvhithiazole-4-carboxamide

S-amino-N-{5-(5-amino-4-fluorooxepan-2-vl)-1-methvl-1 H-pyrazol-4-y1)-2-(2.6-

diflugrophenvyhithiazole-4-carboxamide

S-amina-N-{5-({4R,5R)-4-amino-5-fluorcoxepan-2-vi}-1-methyl- |H-pyrazol-4-y1}-2-(2.6-

diffuorophenyl)thiazole-4-carboxamide

5-amino-N-I5-(4-amino-5-hydroxy-3.5-dimethyl-tetrah

carboxamide

S-amino-N-[5-(6-aminooxepan-3-vi)-1-methvi-pyrazol-4-vi]-2-(2 6-diflucrophenviithiazole-4-

carboxamide

5-Amino-N-{5-[6-amino-5-fluoro-oxepan-2-vil-1-methyl-pvrazol-4-vi]-2-(2.6-

difluorophenyDthiazole-4-carboxamide
S-amino-2-(2.6-difluorophenyD-N-(53~({28 4R)-4-hydroxvietrahvdro-2H-pyran-2-vi)- 1 -methvi-1H-

svrazol-4-vithiazole-4-carboxamide

S-amino-N-[S-(6-aminooxepan-3-y1i-1-methyl-pyrazol-4-yl]-2-(2.6-difluorophenylithiazole-4-
carboxamide

3-Amino-N-{5-[5-amino-6-fluoro-oxepan-2-vli-1-methyl-pyrazol -4-y11-2-{2.6~

difluorophenyhithiazole-4-carboxamide

S-amino-2-{2.6-difluoropheny Y-d-hvdroxvietrahvdro-2H-pvran-2-vD~1-methyi-1H-

pyrazol-4-yithiazole-4-carboxamide

5-Amino-N-{ 5-[(28.5R)-5-amino-4-fluoro-oxepan-2-vii-1-methvi-pyrazol-4-vi]-2-(2.6-

difluorophenyhthiazole-4-carboxamide

5-Amino-N-[5-[(2R,55)-5-amino-4-fluoro-oxepan-2-vi -1 -methvi-pyrazol-4-v1]-2-(2,6-

difluorophenyhithiazole-4-carboxamide

5-Amino-N-[5-[{5-amino-6,6-difluoro-oxepan-2-vij-1-methvl-pyrazol-4-vi}-2-(2.6-

difluorophenvithiazole-4-carboxamide

S-Amino-N-[5-[{2R,58.68)-6-amino-5-fluore-oxepan-2-vil-l-methvl-pvrazol-4-vi1-2-( 2.6~

difluorophenylthiazole-4-carboxamide

5-Amino-N-[5-[(25,.53R.6R}-5-amino-6-methox v-oxepan-2-vil-1 -methvl-pyrazol-4-vi1-2-(2.6-

difluorophenviythiazole-4-carboxamide; and

5-Amino-N-[5-[5-{aminomethyDitetrahvdrofuran-2-vil-L-methvl-pyrazol-4-vi]-2-(2.6-

difluorophenyhithiazole-4-carboxamide,

or a pharmaceutically acceptable salt thereof.
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16. The compound of claim 1 selected from the sroup consisting of:

S-amino-N-{5-((28.5R.68)-5-amino-6-fluorooxepan-2-vi)-1-methvl-1B-pyrazol-4-y1)-2-{2-fluoro-3-

(triflucromethyvliphenvhithiazole-4-carboxamide

5-amino-N-(5-((28.5R.68)-5-amino-6-fluorooxepan-~2-vl)-1 -methvl-1H-pyrazol-4-y)-2-(2-

(trifluoromethoxviphenythiazole-4-carboxamide

Amino-N-{5-[4-aminotetrahydropyran-2-v1i-1-methvi-pyrazol-4-v1}-2-(2.6-difluorophenyhthiazole-4-

carboxamide
5-Aming-N-[5-[(2R.48)-4-aminotetrahvdropyran-2-vi]-1-methvl-pyrazol-4-vi]-2-(2,6-
difluorophenvhithiazole-4-carboxamide

5-Amino-N-[5-[(2S 4R )-4-aminotetrahydropyran-2-yli-1-methyl-pyrazol-4-y1]-2-(2.6-
difluorophenvl)thiazole-4-carboxamide

5-Amino-N-[5

2-amino-8-oxabicvelol[3.2. 1octan-5-vl}- 1 -methvi-

pyridyl)thiazole-4-carboxamide

5-Amino-2-(2.6-difluorophenvl-N-[5-[(2R.5R)5-ethyvi-5-(hvdroxyvmethvi)-1.3-dioxan-2-vi]-1-
methvyi-

raz0)-4-ylthiazole-4-carboxamide

S-Amino-2-(2.6-di fuorophenyl)-N-[5-](28,58)5-cthvi-5-(hvdroxvmethyD- 1. 3-dioxan-2-vi -1 -methyl-

pvrazol-4-vilthiazole-4-carboxamide

5-Amino-2-(2.6-difluorophenyl)-N-{ 3-[5-(hyvdroxymethyD-1.3-dioxan-2-vil-1-methvi-pyrazol -4~
viithiazole-4-carboxamide
5-Amino-2-(2.6-difluorophenyl)-N-[5-[5-(hydroxymethvl}-5-methvi-1.3-dioxan-2-yi]-1 -méﬁw} -
pyrazol-4-ylithiazole-4-carboxamide

5-Amino

D-1.3-dioxan-2-vi -1 -methvl-pyrazol-4-vi1-2-(2.6-

~N-{5-[5-(aminometh
difluorophenylithiazole-4-carboxamide
5-Amino-N-[5-[{28,5R)-5-amino-6.6-difluoro-oxepan-2-vil-1-methyl-pyrazol-4-v11-2-(2.6-

difluorophenviithiazole-4-carboxamide

5-Amino-N-[5-[{2R.58)-5-amino-6.6-difluoro-oxepan-2-vil-1-methyl-pyrazol-4-vi}-2~(2.6-

diffuorophenyiythiazole-4-carboxamide

5-Amino-N-[5-4-amine-5-fluoro-oxepan-2-vil- 1 -methvl-pvrazol-4-vi]-2-(2.6-

difluorophenvl)thiazole-4-carboxamide
5-Amino-N-{5-[(ZR.5R}-S-{aminomethyvlitetrah vdrofuran-2-vi}- 1 -methyi-pyrazoi-4-vi}-2-(2.6-

diffuorophenvithiazole-4-carboxamide

5-Arnino-N-[5-1{28 59)-5-(aminomethyDitetrahvdrofuran-2-vil-1 -methvl-pyrazol-4-y11-2-(2.6-

difluorophenythiazole-4-carboxamide
S-Amino-N-{ 5-[5-(aminomethvi}-3-ethvl-1.3-dioxan-2-vi1-L-methvl-pyrazol-4-y11-2-(2.6-

difluorophenyhithiazole-4-carboxamide

5-Amino-N-[5-[(28.5R.68)-5-amino-6-{tridenteriomethoxv)oxepan-2-vli-1-methvl-pyrazol-4-yi}-2-




(2.6-difluorophenylthiazole-4-carboxamide

5-Amino-N-[5-[5-(aminomethyl)-5-methyi-1.3-dioxan-2-vi]-1-methvl-pvrazol-4-y11-2-(2.6-

diftuorophenvlithiazole-4-carboxamide

S-Amino-N-[3-I(2R.5S.6R)-5-amino-6-fluoro-oxepan-2-vlj-1-methvl-pyrazol-4-v11-2-(2.6-

difluorophenvhithiazole-4-carboxamide

S5-Amino-N-[5-[(28,5R.68)-5-amino-6-fluoro-oxepan-2-yl -1 -methvl-pyrazol-4-vi]-2-(2.6-

difluorophenylithiazole-4-carboxamide

5-Amino-N-[5-I5-{aminomethyD)-5-methvl-1.3-dioxan-2-vl]-1-methvi-pvrazol-4-yi}-2-(2,6-

diflucrophenylithiazole-4-carboxamide

ran-2-vli-1-methvi-

S-amino-4.4-difluoro-5.6-dimethyl-tetrahydro
(2.6-difluorophenyl)thiazole-4-carboxamide
5-Amino-N-[5-[(2R,58.6R)-5-amino-6-(trideuteriomethoxv)oxepan-2-vi]-1-methvi-pyrazol-4-vi]-2-
(2.6-difluorophenyl)thiazole-4-carboxamide

5-Amino-N-{5-[(25 SR 6R}-5-amino-6-fluoro-oxepan-2-vil-1-methvl-pyrazol-4-vi]-2-(2.3-

5-Aming-N-{5-

difluorophenvlithiazole-4-carboxamide

5. Amino-N-{ 3-[{2S.5R 6R)-5-amino-6-fluorc-oxepan-2-vi]-1-methyl-pyrazol-4-v11-2-(3-fluoro-4-

pyridviythiazole-4-carboxamide
S-Amino-N-[5-[({28.5R . 6R)-5-amino-6-methoxy-oxepan-2-vi |- 1 -methyl-pyrazol-4-vl}-2-(2-
fluorophenviithiazole-4-carboxamde

5-Amino-N-{ 5-((2R.5S.6R)-5-amino-4.4-difluoro-5, 6-dimethvltetrahx}dro&’rl -pvran-2-vi)-1-methyi-

1H-nvrazol-4-v)-2-(2. 6-diflucrophenythiazole-4-carboxamide

5-Amino-N-{5-{(25,5R.68)-5-amino-4,4-diflucro-5.6-dimethyitetrahvdro-2H-pyran-2-yi)-1 -methyi-

1H-pyrazol-4-v1)-2-(2 6-diflucrophenviithiazole-4-carboxamide

S-Amino-N-(5-£(28 5R.6R)-5-amino-6-fluorooxepan-2-vii-1-methvi-1H-pvrazol-4-y1}-2-(2-
fluorophenyhithiazole-4-carboxamide
N-(5-({28,5R.6R)-5-Amino-6-fluorooxepan-2-vi)-1 -methvi-1 H-pyrazol-4-y1-6-(2.6-difluoro-4-

methoxyphenyl)-5-fluoropicolinamide
N-(5-((28 .5R.6R}-5-Amino-6-fluorooxepan-2-vi)-1-methvi-1 H-pyrazol-4-y1)-6-( 2. 6-difluoro-4-

({(terahvdro-2H pyran-4-vDoxyiphenvh)-5-fluoropicolinamide

N-(5-{(2§,5R,6R}-5-Amino-6-fluorooxepan-2-vii- L ~methvi-1 H-pyrazol-4-y1}-6-( 2, 6-difluoro-4-(2-

methoxvethoxviphenvh-5-fluoropicolinamide
N-{3-{{28.5R.6R)-5-Amino-6-fluorcoxepan-2-yi)-1-methyi-1 H-pyrazol-4-vi)-6-(2.6-difluorg-4-{2-

hydroxyethoxviphenyl)-53-fluoropicolinamide
N-(5-((28.5R.68)-5-Amino-6-hvdroxyoxepan-2-v1)-1-methvl- | H-pyrazol-4-v1)-6-(2,6-difluoro-4-(2-

methoxvethoxy)phenvh-5-fluoropicolinamide

N-(5-((28.5R.68)-5-amino-6-fluoroozepan-2-vh-1 -methvl-1H-pyrazol-4-91)-6-(2,6-di fluore-4-(2-




methoxyethoxviphenvl)-5-fluoropicolinamide
N-

5-({28,5R .68)-5-amino-6-fluorooxepan-2-vii-1 -methyi- 1 H-pyrazol-4-v] 2. 6-difluoro-4-

hvdroxyoxetan-3-vhiphenvl-5-fluoropicolinamide

N-(5-({28.5R.68)-5-amino-6-fluorooxepan-2-vl)- 1 -methyl-1 H-pvrazol-4-v1)-6-(2.6~difluoro-4-{3-

fluorooxetan-3-vi

henyD-3 fluoropicolinamide

N-(5-({28,5R.,68)-5-amuno-&-fluorcoxepan-2-vl)-1 -methyl-1H-pyrazol-4-v1)-6-(2.6-difluorophenvi)-

S-fluoropicolinamide

N-(5-({28,5R,65)-5-amino-6-fluorpoxepan-2-yhi-1-methvi-1 H-pyrazol-4-v)-6-(2.6-difluoro-4-(4-
hydroxvtetrahydro-2H-pyran-4-yliphenvl)-5-fluoropicolinamide
N-(5-((28.5R.68)-5-Amino-6-fluorooxepan-2-vh)-1-methyl-1H-pyrazol-4-v})-6-(2.6-difluoro-4-

{{tetralivdro-2H-pyran-4~-vhoxyviphenyl}-3-fluoronicolinamide

N-{3-({28.5R.68)-5-amino-6-fluorooxepan-2-vl)-1-methyl-1H-pvrazol-4-v1}-6-(2,6-difluoro-4-(1-

hydroxvevelobutyDphenyh)-5-flucropicalinamide
N-(5-({28,5R.6S)-5-amino-6-fluorooxenan-2-vi-1-methvi-1H-pyrazol-4-y)-6-(2,6-difluoro-4-

(methoxvmethvDphenyD-5-fluoropicolinanude

N-{5-({28.5R.68)-5-amino-6-fluorooxepan-2-y- 1 -methvl-1 H-nyrazol-4-v1}-6-(2.6-difluoro-4-(2-

hydroxvpropan-2-yvhphenvh)-5-fluoropicolinamide

N-{5-({28,5R.68)-5-amino-6-fluorcoxepan-2-vh)-1-methvl- 1 H-pvrazol-4-vI)-6-(2.6-difluoro-4-

methoxyphenyl)-5-flucropicolinamide

N-(5-({2S.5R.68)-5-amino-6-flucrooxepa n-?,~v1‘)~ {-methvl-1H-pyrazol-4-v1)-6-(2.6-diflugro-4-(3-

methoxvosetan-3-vhiphenvh-5-fluoropicolinamide

N-(5-{{28,5R.6R)-5-amino-6-fluorooxepan-2-vli-1-methvi-1H-pvrazol-4-v1)-6-(2.6-difluoro-4-(3-

methoxvoxetan-3~-viphenvl)-5-fluoropicolinamide

N-(5-((28.5R..68)-5-amino-6-fluorcoxepan-2-yl)-1-methvi-1 H-pvrazol-4-v1-6-(2.6-difluoro-4-(1 -

hydroxveyelopropyhiphenvl-5-fluoropicolinamide
N-(5-({28,5R.68)-5-amino-6-fluorooxepan-~2-vl) -1 -methvl-1H-pyrazol-4-vi)-6-(2.6-difluoro-4-

propionviphenvl)-5-fluoropicolinamide
N-(5-

28 .5R 68}-5-amino-6-fluorooxepan-2-vli-1-methyl-1H-nvrazol-4-v}-6-(2.6-difluoro-4-(4-

fluorotetrahvdro-2H-pyran-4-vlhnheny-5-fluoropicolinamide

N-{5-¢{25.5R.68)-5-amino-6-fluoroozepan-2-vl)-1 -methvi-1 H-pyrazol-4-y1)-6-(2.6-difluoro-4-(1-

hvdroxvethvhiphenvl)-5-fluoropicolinamide

N-(3-({28,5R.68)-5-amino-6-fluorooxepan-2-vii-1-methvi-1H-pvrazol-4-v1-6-( 2 6-difluore-4-

hvdroxyphenvll-5-fluoropicolinamide

N-(5-({258.5R.68)-53-Amino-6-fluorooxepan-2-yh-1-methvi-1H-pyrazol-4-y-6-(2.6-difluorg-4-(2-

hvdroxyvethoxyiphenyl-5-fluoropicolinamide

N-{5-((28.5R.6R)-5-amino-6-fluorooxepan-2-vi)-1-methvl-1H-pyrazol-4-vh-6-(2,6-difluoro-4-{ | -




hvdroxvethylphenyh-5-fluoropicolinamide

N-(5-{{28.5R.6R)-5-amino-6-fluorcoxepan-2-vl)-1-methvl-1H-pyrazol-4-v1)-6-(2.6-diflyoro-4-(1 -

methoxvethvlphenvi)-5-fluoropicolinamide

N-(5-{(28.5R.6R)}-S-amino-6-fluorcoxepan-2-vl)- 1-methy1 IH-pyrazol-4-yH)-6-

2 .6-difluoro-4-(1,2.3-

N-{5-{{28,5R.6S)-5-amino-6-fluorooxepan-2-yh)-1 -methvl-1H-pyrazol-4-vi}-6-(4-

-2.6-difluorophenvi)-5-fluoropicolinamide

I(methoxvimethyl
N-(5-((25,5R.68)-S-amino-6-fluorcoxepan-2-vl)-1-methyl-1H-pvrazol-4-yi)-6-(4-(1,3-
ropan-2-vi-2.6-difluorophenyl

N-(5-({28,5R.68)-5-amino-6-fluorcoxepan-2-vi)-1-methyl- 1H-pyrazol-4-vi}-2-(2.6-difluoro-4-(3-

dihvdrox -5-fluoropicolinamide

hydroxytetrahvdrofuran-3-vDiphenvlithiazole-4-carboxamide

N-{5-((28.5R.65)-5-amino-6-fluorcoxepan-2-vi)-1-methvl-1 H-pyrazol-4-y1)-2-(2 6-difluoro-4-

{tetrahvdrofuran-3-yhiphenvDthiazole-4-carboxamide

N-(5-({28,5R.68)-5-amino-6-fluorooxepan-2-y1)-1-methyvl-1H-pvrazol-4-v-2 (2. 6-difluoro-4-(({R}-

henvithiazole-4-carboxamide

N-(5-(({28,5R.68)-5-amino~6-fluorooxepan-2-vli-1-methvl-1 H-pyrazol-4-yD-2-(2 . 6-difluoro-4-{{(8)-

tetrahvdrofuran-3-

tetrahvdrofuran-3-vhoxyiphenvl thiazole-4-carboxamide
S-amino-N-~{5-({28 5R,6R)-5-amino-6-methoxvoxepan-2-vl)-1 -methyi-1H-pyrazol-4-vi)-2-(2.3-

difluorovhenvlithiazole-4-carboxamide

S-amino-N-{5-{( 28.SR‘()R.)»&aminoné-methoxvoxepan—z-VI}~ {~methvi-1 H-pyrazol-4-vl)-2-(2-

{triflucromethvliphenviithiazole-4-carboxamide

N-(5-{((28 5R.6R)-5-amino-6-methox voxepan-2-vi)-1-methyl-1H-pyrazol-4-y1}-2-(2.6-

difluorophenvl)thiazole-4-carboxamide

N-{5-({28,5R.68)-5-amino-6-flucrooxepan-2-vi)- 1 -methvl-1H-pyrazol-4-vh-6-{ 2. 6-difluorophenyl -

S-fluoropicolinamide

N-(5-((28.5R.68)-5-amino-6-fluorooxenan-2-vii-1 -methvl-1 H-pyvrazol-4-vi)-6-( 2. 3-difluorophenvl)-

5-fluoropicolinamide

28 .5R.68)-5-aming-6-fluorooxepan-2-vi-L-methvl-1H-pvrazol-4-y-2-(2.6-difluoro-4-{ 3-

Dphenyithiazole-4-carboxamide

N-(5-((28.5R.68)-5-amino-6-fluorooxepan-2-vi}-1-methyl-1H-pyrazol-4-yl)2-(2.6-diflucro-4-(1 -

hydroxveyelopropyDiphenvhithiazole-4-carboxamide

N-(5-((28 5R.68)-5-amino-6-flucrooxepan-2-vI)-1-methvl-1H-pyrazol
methoxyphenyhpicolinamide

N-{5-((28 5R.68)-5-amino-6-fluorcoxepan-2-yIi-1 -methvl-1H-pvrazol -4-v13-6-(2-chiloro-3-

-S-fluoropicolinamide

N-{5-{{25,5R,68)-5-amino-6-fluorooxepan-2-vii-1-methvl-1 H-pvrazol-4-v1)-2-(1-{2-hvdroxv-2-
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methylpropy-1H-pvrazol-4-viithiazole-4-carboxamide
N-(5-({28 5R_68
methoxyphenyhithiazole-4-carboxamide

N-(5-((25 5R.6R}-5-amino-6-fluorooxepan-2-yl)-1-methvi-1 H-pyrazol-4-y1}-2-(2 3,6~

-5-amino-6-fluorooxepan-2-vh-1-methvl-1H-pyrazol-4-yi-2-(2 . 6-difluoro-3-

irifluorophenvl)thiazole-4-carboxamide

N-(5-{(253,5R .6S})-5-amino-6-fluorooxepan-2-vi)- 1 ~methvl-1H-pyrazol-4-y)-2-(3-methvlpyridin-2~
yiythiazole-4-carboxamide
N-(5-((28,5R.6S)-5-amino-6-fluocrooxepan-2-yi)-1-methyl-1H-pyrazol-4-y1)-2-(2-methoxypyridin-3-
yhithiazole-4-carboxamide
N-(5-((28,5R.68)-5-amino-6-fluorooxepan-2-vl)-1-methyl-1H-pvrazol-4-y1)-2-(2-ox0-1.2-

dihydropyridin-3-vlthiazole-4-carboxamide

N-{5-(({28,5R..68)-5-amino-6-fluorooxepan-2-vl)-1-methyl-1H-pvrazol-4-vH-2-(3 5-dimethylisoxazol-

4-yDithiazole-4-carboxamide

N-{5-((2S.5R.68)-5-amino-6-fluorooxepan-2-vii-1-methyl-1H-pyrazol-4-vi)-2-(1-cyclopropyl-1 H-

pyrazol-4-vlithiazole-4-carboxamide
N-{5-((2S,5R.68)-5-amino-6-fluorooxepan-2-vi)-1 -methyi- 1 H-pyrazol-4-v1)-2-(2 3,5~

trifluorophenvlthiazole-4-carboxamide

N-(5-{{28,5R.65)-5-amino-6-fluorcoxepan-2-yl)-1-methvl-1H-nvrazol-4-vl)-2~(3-fluoropvridin-2 -

vhithiazole-4-carboxamide

N-( fé-( {28.5R.68)-S-amino-6-fluorooxepan-2-y-1-methyl-1 H-pvrazol-4-v1)-2-(2-fluoro-5-

methviphenvlthiazole-4-carboxamide
N-{5-({28.5R.68)-5-amino-6-flusrooxepan-2-vii-1-methvl-1H-pvrazol-4-vi)-2-(S-fluoropyridin-3-

yviythiazole-4-carboxamide

N-(5-({28.5R.6S)-5-amino-6-fluorcoxepan-2-vii-1-methvi-1H-pyrazol-4-y-2-( 3-fluoropyridin-4-

vithiazole-4-carboxamide

N-(5-((28.5R.68)-5-amino-6-luorooxepan-2-v)- 1 -methyl- 1 H-pyrazol-4-v1-2-(1.3-dimethvl-1 H-

pyrazol-4-vlthiazole-4-carboxamide
N-{5-((28,5R.6S)-5-amino-6-{luorooxepan-2-vD-1-methvl-1H-pyrazol-4-y1)-2-(1.5-dimethvi-1H-

pyrazol-4-vi)thiazole-4-carboxamide
MN-(5-((28 5R.68)-5-amino-6-fluorooxepan-2-vl)-1-methvi-1H-pyrazol-4-v1}-2-(2.3 6~

trifluorophenylithiazole-4-carboxamide

N-(5-((28 5R,6R)-5-amino-6-fluorooxepan-2-vi}-1-methyl-1H-
dimethylisoxazol-4-ylithiazole-4-carboxamide

N-{5-({28 5R.6R}-5-amino-6-fluorooxepan-2-vii-1 -methvi-1H-pyrazol~4-vi}-2-(2 3-

difluorophenyhithiazole-4-carboxamide

N-{3-{{28,5R,6R)-5-amino-6-fluorooxepan-2-vD)-1 -methyl-1 H-pvrazol-4-vl)-2-( 5-fluoropyridin-3-
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yhithiazole-4-carboxamide
N~(5-{{28.5R 6R)-5-amino-6-fluorooxepan-2-yl)-1-methvl-1H-pyrazol-4-yD-2-(3,5-difluoropyridin-

4-ylythiazole-4-carboxamide

N-(5-((28,5R.6R}-5-amino-6-fluorooxenan-2-vi)-1-methvl- 1 H-pyrazol-4-yD-2-(3-chlorg-2-

fluorophenvlthiazole-4-carboxamide

N-(5-({28.5R_6R)-5-aming-6-flucrooxepan-2-vi)-1-methyl-1H-pvrazol-4-y1)-2-{3'-chloro-2.2'-

difluoro-[1,1-biphenvl]-3-yl)thiazole-4-carboxamide

N-{5-{(28,5R 6R)-5-amino-6-{luorooxepan-2-v)-1-methvl-1H-pyrazol-4-vi}-2-{2-chiorg-3-

fluorophenyitthiazole-4-carboxamide
N-(5-((28.5R.6R

~S-amino-6-fluorooxepan-2-vi)-1-methyi-1H-1

razol-4-v1y-2-(2'-chlorg-3°.6-
difluoro-[1.1-biphenvil-2-vI)thiazole-4-carboxamide

N-(5-({28,5R . 6R)-5-amino-6-fluorooxepan-2-vi)-1 -methvl-1H-pyrazoi-4-vH-2-(1 -methvi-3-

(irifluoromethyl)-1H-pyrazol-4-vlithiazole-4-carboxamide

N-(5-{{28.5R .6R)-5-amino-6-fluorooxepan-2-vi)-1-methvyi-1H-pyrazol-4-vi}-2-(3-cyclopronyl-1 -
methyl-1H-p

vrazol-4-vhithiazole-4-carboxamide

5-amino-N={5-({28.5R .6R)-5~amino-6-fluorooxepan-2-vi)-1-methvi-1H-pyrazol-4-y1)-2-{1.3-

dimethvi-1H-pyrazol-4-vlithiazole-4-carboxamide
S-amino-N-(5-((28,5R,6R}-3-amino-6-flyorooxepan-2-yi)-1-methvl-1H-pyrazol-4-v1}-2-(1,5-

dimethvi-1H-pvrazol-4-vlithiazole-4-carboxamide

S-amino-N-(5-({25.5R.6R}-5-amino-6-fluorcoxepan-2-vhi-1~-methvl-1 H-pvrazol-4-yl)-2~( 1 -isopropyl-
1H-
S-amino-N-(5-({28.5R .68

vrazol-4-vhithiazole-4-carboxamide

-3-amino-6-fluorooxepan-2-vit-1-methyl-1H-pvrazol-4-vi)-2-(1.5-

dimethvi-1H-pyrazol-4-vlithiazole-4-carboxamide

28.5R.6R)-5-amino-6-methoxvoxepan-2-v)- L-methvi-1 H-pyrazol-4-v1)-2-(2.3.6-

trifluorophenviithiazole-4-carboxamide

S-amino-N-(5-({25.5R_6R}-5-amino-6-fluorooxepan-2-v1)-1 -methvi-1 H-pyrazol-4-v)-2-(2-fluoro-4-

{(trifluoromethyphenvilthiaszole-4-carboxamide

S-amino-N-(5-

trifluorgphenvthiazole-4~carboxamide

S-amino-N-{5~{{28,5R 6R)-5-aminc-6-fluorcoxepan-2-vi)-1-methyl-1 H-pyrazol-4-v1)-2-(2,3.5-

trifluorophenvhithiazole-4-carboxamide

S-amino-N-(5-((28,5R.6R)-5-amino-6-methoxvoxepan-2-vi)-1 ~methyi-1H-pyrazol-4-vi}-2-(2.3.6-

trifluorophenvithiazole-4-carboxamide

S-amino-N-(5-({28.5R.6R)-5-amino-6-methoxvoxepan-2-vh-1 -methvi-1 H-pyrazol-4-v1)-2-(2.3.5-

frifluorophenvithiazole-4-carboxamide

5-amino-N-{5-{{25.5R.6R}-3-amino-6-methoxvoxepan-2-vl)-1-methvi-1 H-pvrazol-4-y1)-2 - 2-fluoro-
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S-methviphenythiazole-4-carboxamide

N-{(5-{(25.5R.6R}-5-amino-6-methoxvoxepan-2-vii-1-methvi-1H-pvrazol-4-v13-2-(2.6-difluoro-4-

methoxyphenyhithiazole-4-carboxamide

-((28,5R.6R }-5-amino-6-fluorooxepan-2-vl}-1-methvl-1 H-pyrazol-4-vi)-2-(2-
(triflyoromethoxy)iphenvl)ihiazole-4-carboxamide

S5-amino-N-

S-amino-N-{5-({25.5R.6R)-5-amino-6-fluorooxepan-2-v1)-1-methvi-1 H-pyrazol-4-y1)-2-( 3-fluoro-2-

(trifluoromethyhphenvl)thiazole-4-carboxamide

S-amino-N-{5-((28.5R ,6R)}-5-amino-6-fluorooxepan-2-vi)- | -methyl-1H-pyrazol-4-v1)-2-(2-fluoro-3-~

(triflyoromethvl)phenvhthiazole-4-carboxamide
5-amino-N-(5-{{2S,5R, 6R)-5-amino-6-methoxvoxepan-2-vi)- I -methyi- 1H-pyrazol-4-y1)-2-(2-fluoro-
6-methviphenylithiazole-4-carboxamide

S-amino-N-(5-({28.5R.6R)-5-amino-6-fluorooxepan-2-vi)-1-methvl-1H-pvrazol-4-vi)-2-(2-

(irifluoromethvhphenvhithiazole-4-carboxamide

5-amino-N-{5-({258.5R.6R)-5-amino-6-flucrooxepan-2-vh)-1-methvl-1H-pvrazol-4-v1)-2-(cyclopent-1

en-1-viithiazole-4-carboxamide

S-amino-N-{ 3-{{25.5R.6R)-5-amino-6-fluorooxenan-2-vl -1 -methvl-1 H-pyrazol-4-vi)-2-

4

cvclopentylthiazole-4-carboxamide

S-amino-N-(5-({28.5R_ .6R)-5-amino-6-fluorooxepan-2-vi)-1 -methyl-1H-pvrazol-4-v1)-2-( 2-fluoro-6-

methylphenvi}thiazole-4-carboxamide

S-amino~-N-{5-((2S.5R,6R }-5-amino-6-fluorooxepan-2-vh)-1-methvl-1H-pyrazol -4-v1}-2-( 2-fluoro-5-

methviphenvithiazole-4-carboxamide

N-(5~((28.5R . 68)-5-amino-6-fluorooxepan-2-y1)- L -methvi- 1 H-pyrazol-4-vi-2-(4-

{cvclonronvi(hvdroxyimethyl-2.6-difluorophenylithiazole-4-carboxamide
N-(5- 1 A-1H-pyrazol-4-y)-2-(4-

-2.6-diflucrophenyiithiazole-4-carboxamide

-5-amino-6-fluorcoxepan-2-vii-1 -meth

{cyclopropvl(methoxv)methvl

S-amino-N~{5-({25.5R,6R }-5-amino-6-fluorcoxepan-2-vi)-1-methvl- 1 H-pvrazol-4-yi}-2-(2 3~

difluoro-6-methoxyphenvlthiazole-4-carboxamide
5 28 5R,6R)-5-amino-6-fluorooxenan-2-vi}- 1 -methvi-1H-

-amino-N- 2-{luoro-6-

trifluoromethvhiphenylithiazole-4-carboxamide
S-amino-N-(5-((28,5R 6R}-5-amino-6-methoxvoxepan-2-yh-1

6-{trifluoromethyhiphenvlthiazole-4-carboxamide

S-amano-N-{5-{({28.5R.6R)-5-amino-6-methoxvoxepan-2-vii-1-methvl- 1 H-pyrazol-4-vi

6-fluorophenyDthiazole-4-carboxamide

S-amino-N-{5-({28.5R. 6R)-5-amino-6-methoxvoxepan-2-vh- 1 -methvl-1H-pvrazol-4-vi}-2 - 3-chloro-

2-fluorophenviithiazole-4-carboxamide
S-armino~N-{5-({28 5R.68)-5-amino-6-fluorcoxepan-2-vi)-1 -methyl-1 H-pyvrazol-4-vi}-2-( 1 -methvl-5-
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{trifluoromethvi)-1H-

-5-amino-6-fluorooxepan-2-yl-1-methvl-1H-pyrazol-4-vh)-2-(1 -methyl-5-

vrazol-4-vlithiazole-4-carboxamide

(trifltuoromethv)-1H-pyrazol-4-vhthiazole-4-carboxamide

N-(5-((28.5R.68)-5-amino-6-flucrooxepan-2-vi)-1 -methvl-1H-pyrazol-4-v[}-2-(2-chioro-6-
fluorophenylithigzole-4-carboxamide

N-{5-{{28,5R.68)-5-amino-6-fluorooxepan-2-yli-1-methvl-1H-pyrazol-4-v1)-2-{3-ethoxy-2.6-

difluorophenvlthiazole-4-carboxamide

N-(5-({25.5R.6%)-5-amino-6-fluorooxepan-2-v1- 1 -methyl-1H-pvrazol-4-y1)-2-(5-fluoro-1,3-

dimethvl-1H-pvrazol-4-vhithiazole-4-carboxamide

N-(5-({28.5R.6R}-5-amino-6-fluorooxepan-2-vi)-1-methvi-1H-pyrazol-4-vl)-2-(2-fluoro-4-

methoxyphenvlithiazole-4-carboxamide

N-{5-{(25.5R . 6R -5 -amino-6-fluorooxepan-2-y1)-1 -methvi-1H-pyrazol-4-y1)-2-(2.6-difluoro-4-

methoxyphenvlithiazole-4-carboxamide
N-(3-{{25 5R 6R

hvdroxvoropan-2-viiphenvh)-5S-fluoropicolinamide

N-{3-{{28.5R 6R)-5-amino-6-fluorooxepan-2-vD)-1-methvi-1H-pyrazol-4-y}-6-(2,6-difluoro-4-( | -

hydroxyeyclobutvl)phenyl)-5-fluoropicolinamide

S-amino-N~(5-({28.5R.68)-3-amino-6-fluorooxepan-2-v1)-1-methyvi-1 H-pyrazol-4-v1}-2-(5-chloro-2-

fluorophenyhithiazole-4-carboxamide

S-amino-N-{5-{{25.5R 65)-5-amino-6-fluorooxepan-2-vi)- 1 -methyi-1H-pyrazol-4-v1)-2-( 2-fluoro-5-

methviphenyDthiazole-4-carhoxamide
N-{5-((25.5R.68)-5-amino-6~-fluorooxepan-2-vi)- L -methvi-1H-pyrazol-4-v)-2-{2-fluoro-4-
methoxyphenvlthiazole-4-carboxamide

N-{5-({25.5R.65)-5-amino-6-fluorooxepan-2-vii-1-methvl-1 H-pvrazol-4-vi}-2-{2 . 6-difluoro-4-(1 -

henviMthiazole-4-carboxamide

N-(5-((25.5R.68)-5-amino-6-fluorooxepan-2-vi)-1 -methyl-1H-pyrazol-4-y11-2-(2.6-difluoro-4-( 1 -

hvdroxveth

hydroxyeyclobutyhphenvithiazole-4-carboxamide
N-(5-{{25.5R.65)-5-amino-6-flucrooxepan-2-vl}-1-methvl-1H-pyrazol-4-vD)-2-(2.6-difluoro-4-

methoxyphenvlithiazole-4-carboxamide
N-(5-({28.5R.68)-5-amino-6-fluorooxepan-2-vi)-1 -methyi-1 H-pyrazol-4-y1)-2-(2 6-difluoro-4-(2~

hvdroxyoropan-2-vhphenyhithiazole-4-carboxamide

N-{5-({28.5R.68)-5-amino-6-fluorooxepan-2-vh-1 -methyl-1H-pyvrazol-4-y1)-2-(2-

(difluoromethyvhphenvhithiazole-4-carboxamide

N-{5-{(25.5R.68)-5-amino-6-fluorooxepan-2-v1}-1-methvi-1 H-pyrazol-4-v1)-2-(5-bromo-2-

fluorophenvl)thiazole-4-carboxamide

N-(3-{{25,5R.6S)-5-amino-6-fluorooxepan-2-vli- L -methvl- 1 H-pyrazol-4-y)-2-(3-fluoropvridin-4-




yDthiazole-4-carboxamide

N-{3-{({28,5R.68)-5-amino-6-fluorooxepan-2-yD)-1 -methyi-1H-pyrazol-4-vi}-2-(2.5-

difluorophenviithiazole-4-carboxamide

N-(5-((28.5R.68)-5-amino-6-fluorooxepan-2-yli-1-methyl- 1L H-pyrazol-4-vh-2-(5-chloro-2-

fluorophenyhithiazole-4-carboxamide
N-(5-((25,5R,68)-5-amino-6-luorooxepan-2-vi)-1-methvyi-1 H-pyrazol-4-v1}-2-(2.6-difluorg-3-

methviphenvhithiazole-4-carboxamide

hvdroxvethyDiphenvDithiazole-4-carboxamide

N-={5-({28.5R..68)-5-amino-6-fluorocoxepan-2-vi)-1-methyi-1H-pyrazol-4-v1)-2-(2 3~

diftucrophenvlthiazole~4-carboxamide

N-(5-{(28 53R.68}-3-amino-6-fluorooxepan-2-vi)-1 -methvl-1H-pyrazol-4-y1}-2-( 5-ethyl-2-

fluocrophenvithiazole-4-carboxamide

N-{5-(({28,56R.65)-5-amino-6-fluorooxepan-2-v1 -1 -methyi-1 H-pvrazol-4-y-2-(3-chloro-2 -

fluorophenyhithiazol-4-carboxamide

N=(3-({28.5R.68)-3-amino-6-fluorooxepan-2-viJ-1-methvl-1H-pyrazol-4-v1}-2-{2-chloro-3-

fluorophenvithiazole-4-carboxamide

N-{5-{(28,5R.65)-5-amino-6-fluorcoxepan-2-v1)-1-methvi-1 H-pyrazol-4-v1)-2-( 5»0@10171"013‘/1-2-

fluorophenvhithiazole-4-carboxamide

N-{3-{{28.5R.68}-5-amino-&-fluorcoxepan-2-vl)-1-methyl-1 H-pyrazol-4-vi}-2-(2-

(trifluoromethvhphenvhithiazole-4-carboxamide

N-(5-{(28.5R.6S)-5-amino-6-luorcoxepan-2-vi)-1-methyl-1H-pyrazol-4-vI)-2-(2 6-difluoro-4-

methyiphenyhiazole-4-carboxamide

N-(5-((25,5R.68)-5-amino-6-fluorooxepan-2-vl)-1 -methyl-1 H-pyrazol-4-vi)-2-(4-chloro-2 -

fluorophenvhihiazole-4-carboxamide

N-(5-{(28 5R.6S)-5-amino-6-fluorooxepan-2-y-1-methvi-1 H-pyrazol-4-yi}-2-(6-

(trifluoromethyDpyridin-2-yithiazole-4-carboxamide

N-(5-((28.5R 68)-5-amino-6-fluorooxepan-2-vi)- 1 -methvi- 1 H-pyrazol-4-vi}-2 -(2-fluoro-6-

methylphenvithiazole-4-carboxamide

N-{5-{{28.5R_68)-5-amino-6-flucrooxenan-2-vh)- 1 -methvl-1H-pyrazol-4-vl}-2-(2-fluoro-4-

methviphenviithiazole-4-carboxamide

S-amino-N-{5-({28.5R..68)-5-amino-6-fluorooxepan-2-v1)-1 -methvi-1 H-pyrazol-4-v1-2-(2-

fluorophenvhithiazole-4-carboxamide

N-(5-{28,5R.6R)-5-amino-6-fluorooxepan-2-v1 -1 -methvi-1 H-pwrazol-4-yH-2-(2-
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fluorophenvl)thiazole-4-carboxamide
N-(5-((28 5R,6R)-5-amino-6-fluorooxepan-2-vi}-1-methvi-1 H-pyrazol-4-v1}-2-{2,6-

difluorophenylythiazole-4-carboxamide
S-amino-N-(5-((2S,5R,68)-5-amino-6-fluorgoxepan-2-yl)-1-methyl-1H-pvrazol-4-yl}-2-
phenylthiazole-4-carboxamide
N-(5-((28,5R,68)-5-amino-6-fluorooxepan-2-vi)-1-methvl-1 H-pyrazol-4-yi)-2-(2.6-

difluorophenvlithiazole-4-carboxamide
N-(5-({28.5R,68)-5-amino-6-{luorooxepan-2-yi-1 -methyl-1H-pyrazol-4-v1}-2-(2-
fluorophenvl)thiazole-4-carboxamide

S-aming-N-{5-((2S.5R.68

{trifinoromethvlphenvithiazole-4-carboxamide

-5-amino-6-fluorooxepan-2-vii-1-methyl-

5-amino-N-(5-((28.5R.68)-5-amino-6-fluorooxepan-2-vi)-1 -methvi-1 H-pyvrazol-4-v}-2-(2.3-

difluorophenvlthiazole-4-carboxamide

N-(5-({28,5R.68)-5-amino-6-fluorcoxepan-2-v- 1 -methvi-1H-pyrazol-4-vi)-2-(2 4-

diflgorophenylithiazole-4-carboxamide
N-{5-({25.5R,65)-5-amino-6-fluorooxepan-2-yl)-1 -methyvi-1H-pyrazol-4-vii-2 -(pyridin-2 -yl )thiazole-

4-carbaxamide

N-{5-({28,5R.68)-5-amino-6-fluorooxepan-2-vD-1-methyl-1H-pvrazol-4-yi}-2-phenvithiazole-4 -

carboxamide

5-aming-N-{5-({28.5R.65)-5-amino-6-fluorooxepan-2-yi)-1 ~1ﬁeﬂw}*1}{ ~nvrazol-4-y1}-2-(2-chlorg-6-

fluorophenvi)thiazole-4-carboxamide

2-chloro-6-

{trifluoromethvliphenylithiazole-4-carboxamide
S-amino-N-(5-{{28.5R.68)-5-amino-6-fluorocoxepan-2-vli-1 -methvi-1H-pyrazol-4-y-2-{2-fluorg-6-

methviphenyiithiazole-4-carboxamide

5-amino-N-{5-((28.5R.68)-5-amino-6-fluorooxepan-2-yh- L-methyl-1H-pyrazol-4-y1}-2-(2-fluoro-6-
(trifluoromethvl)phenyl thiazole-4-carboxamide

S-amine-N-(5-{{28.5R.68}-5-amino-6-fluorooxepan-2-yli-1-methvi-1H-pvrazol-4-y1)-2-(2,3,6-

trifluorophenvhithiazole-4-carboxamide

S-amino-N-{(5-{(28.5R.68)-5-amino-6-fluorcoxepan-2-vi)-1-methvi-1 H-pyrazol-4-yi-2-(cyclopent-1 -

en-1-yhithiazole-4-carboxamide

S-amino-N-{5-((28.5R,68)-5-amino-6-fluorooxepan-2-yhi-1 -methvi-1H-pyrazol -4-yi)-2 -

cyelopentyithiazole-4-carboxamide
S-amino-N-{5-({28,5R .68)-5-amino-6-{lucrooxepan-2-vl)-1-methvi-1 H-pyrazol-4-vi}-2-(2-

{difluoromethvliphenviithiazole-4-carboxamide
S-amine-N-(5-({28.5R.68)-5-amino-6-fluorooxepan-2-vli-1-methvyl-1 H-pyrazol-4-vi)-2-{ 3-fluoro-2-
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(trifluoromethyl)phenyiithiazole-4-carboxamide

S-amino-N-{5-((28.5R.68)-5-amino-6-fluorocoxepan-2-vh-1-methvl-1H-pvrazol-4-v1}-2-(2-chloro-3-

fluorophenvlthiazole-4-carboxamide

5-amino-N-(5-((28,5R,68)-5-amino-6-flucrooxepan-2-vi)-1 -methyl-1H-pvrazol-4-yl}-2~(3-chloro-2-
fluorophenvlithiazole-4-carboxamide

N-(5-((28,5R,68)-3-amino-6-fluorooxepan-2-yi)-1 -methyl-1 H-pyrazol-4-y1)-2-(2.6-difluoro-4-(3-
methoxvoxetan-3-yliphenyl)thiazole-4-carboxamide
N-(5-((28,5R.6S)-5-amino-6-fluorooxepan-2-yl)-1-methyl-1 H-pyrazol -4-v1}-2-(2.6-difluoro-4-(3-
fluorooxetan-3-yhiphenylthiazole-4-carboxamide
N-{5-((2R4R.58.6R -5 6-dimethyltetrahydro-2H -
1}-2-(2.6-difluorophenvl)thiazole-4-carboxamide

N-(5-{(28.48,5R.6S)-4-amino-5-hydroxv-5.6-dimethvltetrahvdro-2H-pyran-2-vl)-1-methvl- 1 H-

vran-2-

drox

-4-a1mino-3-l

-i-methyl-1H-

pyrazol-4-vh-2-(2,6-difluorophenvhithiazole-4-carboxamide

N-{5-((2R_ 4R 58,6R)-4-amino-5-hvdroxy-5.6-dimethvltetrahvdro-2H-pvran-2-vl)-1-methvi- 1 H-

5-(2.6-difluorophenvl)-3-fluoropicolinamide

N-(5~((28.48 5R 6 S-4-amino-5-hydroxy-3,6-dimethvltetrahvdro-2H-pyran-2-vl)~ 1 -methvi-1H-

linamide

1H-pyvrazol-4-v)-2-(2,6-difluorophenvithiazole-4-carboxamide

S-amino-N-{5-({25.48,5R.68)-4-amino-5-hydroxy-5.6-dimethvitetrahvdro-2 H-pyran-2-v))-1-methyl-

1H-pyrazol-4-yvD)-2-(2 . 6-difluorophenyhithiazole-4-carboxamide

N-{5-((25.5R.68)-5-amino-6-methoxyoxepan-2-vl)-1-methvi-1H-pyrazol-4-v1)-2-(2,6-~

difluorophenvlithiazole-4-carboxamide: and
N-{5-((28.5R, an-2-vh-1-methyl-1H-
yhithiazole-4-carboramide,

or a pharmacenticallv acceptable salt thereof.

vazol-4-vi}-2-(3-methyl

68)-5-amino-6-methoxyvoxe

17. The compound of claim 1 selected from the group consisting of:

finoropvridin-4-yvDithiazole-4-carboxamide

N-(5-{(28.5R.6R)-5-amino-6-hvdroxvogepan-2-vl)-1-methvl-1 H-pyrazol-4-v1}-2-(2.6-
difluorophenvlithiazole-4-carboxamide
N-{5-((2R_55.68)-5-amino-6-hvdroxyoxepan-2-vl}-1-methvi-1H-pyrazol-4-v1)-2-(2.6-

diftuorophenvhithiazole-4-carboxamide

N-{5-((25.5R.6S)-5-amino-6-hydroxvoxepan-2-vi}-1-methvl-1H-pvrazol-4-y1)-2-(2.6-

difluorophenvithiazole-4-carboxamide




diftuorophenvilthiazole-4-carboxamide

N-(5-((28,5R.68)-5-amino-6-flucrooxepan-2-yi)-1 -methvyi-1H-pyrazol-4-y)-2-(4-

{dimethylcarbamovl)-2,6-difluorophenylthiazole-4-carboxamide

N-(5-{{2S.5R. 6S)-5-amino-6-methoxvoxepan-2-vi)-1-methvl-1 H-pvrazol-4-v1)-2-(2 6-difluoro-4-

methviphenvihiazole-4-carboxamide

N-(5-((28.5R.65)-5-amino-6-fluorooxepan-2-vl)-1 -methyl- 1 H-pyrazol-4-y1-2-(2-fluoro-5-

methoxyohenvhithiazole-4-carboxamide

N-(5-({2S8.5R.68)-5-amino-6-fluorcoxenan-2-vi)-1 -methvi-1 H-pyrazol-4-y)-2-(3-

methoxyphenyhithiazole-4-carboxamide

N-(5-{{28.5R.65)-5-amino-6-fluorooxepan-2-vl -1 -methvl-1 H-pvrazol-4-vi-2-(4-cvelopropyl-2,6-

difluorophenvlithiazole-4-carboxamide

N-{5-((28.5R.6S)-5-amino-6-fluorooxepan-2-yl)-1 -methyl-1 H-pyrazol-4-y1}-6-(4-chloro-2-

fluorophenvh)-5-fluoropicolinamide

N-I5-[{28.5R.68)-5-amino~-6-flyoro-oxepan-2-vil-1-methvl-pyvrazol-4-vi1-2-(2,.6-diflucro-3-

methyisulfonyl-phenviithiazole-4-carboxamide

N-[5-[(28.5R.65)-5-amino-6-fluoro-oxepan-2-v11--methvl-pyrazol-4-v11-2-(2-fluoro-3-methvi-

phenvlthiazole-4-carboxamide

N~{5-((28.5R.65}-5-amino-6-fluorooxepan-2-vi)-1-methvi~-1H-

yvrazol-4-vi)-2-(2-fluoro-3-

methoxyvohenvhithiazole-4-carboxamide

N-{5-({28.5R.6S)-5-amino-6-fluorooxepan-2-vii- L-methyl- 1 H-pvrazol-4-v1}-2-(3-cvyclopropyl-2.6-

diflucrophenyithiazole-4-carboxamide

N-{5-({28.5R.68})-5-amino-6-fluorcoxenan-2-vl)-1-methvl-1 H-pyrazol-4-y}-2-(2.4,6-

wrifluorophenvithiazole-4-carboxamide
N-(3-

28 5R.68)-5-amino-6-fluorcoxepan-2-y)-1-methvi-1 H-pvrazol-4-v)-2-(2.3-difluoro-4-

hvdroxvethyhiphenyDithiazole-4-carboxamide

N-{5-{(25.5R.68)-5-amino-6-flnorooxepan-2-vi)-1-methvl-1H-pyrazol-4-v1)-2-(2,3-difluore-4-({R)-1-

hvdroxvethvliphenviithiazole-4-carboxamide

N-(5-((28.5R.6S8)-5-amino-6-fluorcoxepan-2-vi-1-methyl-1H-pvrazol-4-vh-2-(2,6-difluoro-4 -

isobutyrylphenvithiazole-4-carboxamide

N-(5-({28.5R 6S8)-3-aming-6-methoxvoxepan-2-vi-1-methvi-1 H-pvrazol-4-y1)-2-(2.6-difluoro-3-

methoxvphenyhihiazole-4-carboxamide

N-[5-[(258.5R.68)-5-amino-6-fluoro-oxepan-2-vi -1 ~methvl-pyrazol-4-vi1-2-(2-fluorg-6-methvi-

phenvl-5-methvl-thiazole-4-carboxamide

N-{5-[{258.5R.68)-5-amino-6-fluorc-oxepan-2-vl]-1-methvl-pyrazol-4-vl1-2-(2,6-difluorophenyl}-5-

methvi-thiazole~4-carboxamide




N-(5-{(25.5R.6S)-5-amino-6-fluorooxepan-2-vi)-1-methvi-1H-pyrazol-4-v)-2-(2.6-difluoro-4-((S)-

tetrah

drofuran-2-vlphenylthiazole-4-carboxamide

N=(5-{{28,5R.65)-5-amino-6-fluorcoxepan-2-vl)-1-methvl-1H-pvrazol-4-vi)-2-(4,5-dimethyl-1H-

pyrazol-3-ylithiazole-4-carboxamide
N-(5-((28.5R.68)-5~amino-6-fluorooxepan-2-vi)-1-methyl-1H-pvrazol-4-vi)-2-(6.6-dimethyl-4.5.6,7-

tetrahydro-1H-1ndazol-3-vilthiazole-4-carboxamide
N-(5-

25.5R_68)-5-amino-6-flucrooxepan-2-vi)-1-methvi-1 H-pyrazol-4-vi}-2-(4,5,6,7 -tetrahvdro-

1H-indazol-3-yhithigzole-4-carboxamide

N-(5-((28,5R.6S)-3-amino-6-fluorooxepan-2-yl}-1-methyl- 1 H-pyrazol-4-vi}-6-{4-chloro-2.6-
difluorophenyl}-3-fluoropicolinamide
N-[5-[(2S,5R.68)-5-amino-6-fluoro-oxepan-2-yij-1-methvl-pyrazol-4-vi1-2-[3-(dimethylcarbamovl)-
2.6-difluoro-phenvllthiazole-4-carboxamide
N-[5-[(28,5R,68)-5-amino-6-flugro-oxepan-2-vl]-1-methyi-pyrazol-4-y1}-2-[3-(difluoromethvl}-2 6~
diffuoro-phenvijthiazole-4-carboxamide
N-[5-[(28,5R.68)-5-amino-6-flucro-oxepan-2-vil-1-methvi-pyrazol-4-vi]-2-[ 3-(difluorometh vl }-2-

fluoro-6-methoxy-phenvllthiazole-4-carboxamide

N-[5-[{28.5R 68)-5-amino-6-fluorg-oxepan-2-vil-1-methvl-pyrazol-4-vi]-2-(1 H-pyrazol-3-

vithiazole-4-carboxamide

N-{5-({28.5R.65)-5-amino-6-fluorooxepan-2-vi)-1-methvi-1H-pyrazol-4-vi}-2-(2 6-difluorg-4-((R)-

tetrahvdrofuran-2-vhiwhenvhithiazole-4-carboxamide

N-(5-((28.5R.68)-5-amine-6-fluorooxepan-2-yh-1-methyi-1H-pvrazol-4-yh)-2-( 1 H-indazol-3-

vhithiazole-4-carboxamide

N-[5-[{25,5R.68)-5-amino-6-flucro-oxepan-2-vil-1-methvl-pyrazol-4-vi]-2-[2-{lucre-6-

(hydroxymethvl)phenvi fthiazole-4-carboxamide

N-[5-[{28.5R.68)-5-aminc-6-fluoro-oxepan-2-vil-1-methyl-pyrazol-4-vil-2-(3-pyridvlithiazole-4-

carboxamide

N-[5-[(28,5R.68)-5-amino-6-fluoro-oxepan-2-vil-1-methvl-pyrazol-4-vi}-2-(2-isopropoxy-3-
pyridyithiazole-4-carboxamide

N-T5-[(25.5R.65)-5-amino-6-fluoro-oxepan-2-vl1-1-methvl-pyrazol-4-vl]1-2-[6-{dimethviamino}-3-

pyridvyilthiazole-4-carboxamide

2-{6-acetamido-3-pyridyl)-N-[5-[{2S ,5R.68)-5-amino-6-fluoro-oxepan-2-vil-1-methyl-pyrazol-4-

vllthiazole-4-carboxamide

N-{5-{{28.5R.68)-5-amino-6-fluorooxepan-2-vii-1 -methyl-1H-pyrazoi-4-v1)-2-(5-fivoro-1-methyi-2-

oxo-1.2-dihvdropyridin-4-yhithiazole-4-carboxamude

N-(5-((28.5R.65)-5-amino-6-fluorooxepan-2-y)-1 -methvl-1H-pyvrazol-4-v1}-2-(1 H-pyrazol-1-

vhithiarole-4-carboxamide




- 296q -

[H-indazol-{-v]thiazole-4-carboxamide

N-(5-({28,5R,68)-5-amino-6-fluorooxepan-2-vi)-1-methvi-1H-pyrazol-4-y1)-2-(4,5.6.7-teirahvdro-

2H-indazol-2-v])thiazole-4-carboxamide

N-{5-{{28.5R.68)-5-amino-6-fluorooxepan-2-vl)-1-methvi-1H-pyrazol-4-vi)-2-(5.7-difluoro-2,3-

dihydrobenzofuran-6-vl)thiazole-4-carboxamide
N-(5-({28.5R.68

-1H-

-5-amino-6-fluorooxepan-2-vi-1-meth

methviphenyh)-S-fluoropicolinamide

N-{5-{(2S.5R.6S)-5-amino-6-fluorcoxepan-2-vl)-1 ~-methvi- 1 H-pyrazol-4-vi)-2-(2-fluoro-4-(3-

methyloxetan-3-vl)phenviithiazole-4-carboxamide

N-{5-({25.5R.68)-5-amino-6-fluorooxepan-2-vl)-1-methyl-1H-pyrazol-4-v13-2-(4-{ 1.1 -difluorgethyl)-

2.6-difluorophenvithiazole-4-carboxamide
N-{5-((28.5R.6S)-5~amino-6-fluorooxepan-2-vi)-1-methvi-1H-pyrazol-4-v1)-2-(1 H-indazol-1 -

Dthiazole-4-carboxamide

N-{5-{(28.3R,6S)-5-amino-6-flucrooxepan-2-vii-1-methvi-1H-pyrazol-4-v-2-(2H-indazol-2-

vhthiazole-4-carboxamide

N-[5-[{28.5R.658)-5-amino-6-fluoro-oxepan-2-vl1-1-methvl-pyrazol-4-vil-6 (2, 6-diflucrophenyi)-5-

fluoro-pyridine-2-carboxamide

N-[3-[{28.5R.68)-5~amino-6-fluoro-oxepan-2-vil- I-methvl-pyrazol-4-vil-2-(3-methvi-2-

pyridyhithiazole-4-carboxamide
N-

5-1(28.5R.68)-5-amino-6-fluoro-oxepan-2-vil-1 -methvi-pyrazol-4-vil-2-( 1. S-naphthvridin-3-

vithiazole-d-carboxamide

N-T5-[{25,5R.68)-5-amino-6-fluorg-oxepan-2-vl1-1-methvi-pvrazol-4-vil-2-{ 5-fluore-1 H-indol -4 -

vthiazole-d-carboxamide

N-[5-[{28,5R.68)-5-amino-6-fluoro-oxepan-2-vli- L ~-methvl-pyrazol -4-vi]-2 (3~

benzyloxyohenviithiazole-4-carboxamide

N-[5-[{28,5R.65)-5-amino-6-luoro-oxepan-2-vii-1-methvi-pyrazol-4-vil-2-( 1 -methylindazol-4-

vithiazole-4-carboxamide

N-[5-[{28.5R,68)-5-amino-6-fluoro-oxepan-2-vli-1-methvi-pyrazol-4-yl]-2-( | -methvlindazol-7-

vhthiazole-4-carboxamide

N-[5-[(28.5R.69)-5-amino-6-fluoro-oxepan-2-vil- [ -methyl-pyrazol-4-v11-2-( 1 H-indazol-6-

vDthiazole-d-carboxamide

N-[5-[(28.5R.68)-5-amino-6-fluoro-oxepan-2-vil-1-methvl-pvrazol-4-v11-2-(1 H-indazol-7-

viithiazole-4-carboxamide

N-{5-[(258.5R.68)-5-amino-6-flusro-oxepan-2-vl1- 1-methvl-pyvrazol-4-y11-2-( 1 H-indazol-4-

vhithiazole-d-carboxamide




- 296r -

N-{5-((35.4R.5R)-5-amino-4-methoxv-3-methvlazepan-1-yl)-1-methvl-1H-

difluorophenvhithiazole-4-carboxamide

N-(5-({3R.48.,58)-5-amino-4-methoxy-3-methylazepan-1-yl}- | -methyl-1 H-pyrazol-4-y1)-2-(2,6~

difluorophenylthiazole-4-carboxamide

N-(5-({3R 4R 3R)-5-amino~4-methoxy-3-methviazepan-1-vh)-1-methvl-1H-pyrazol-4-yl}-2-(2 .6~

difluorovhenvlithiazole-4-carboxamide; and

N-{5-((35.45.58)-5-amino-4-methoxy-3-methylazepan-1-vh)-1-methvi- 1 H-pyrazol-4-v1)-2-(2.6-

difluorophenvyithiazole-4-carboxamide

or a pharmaceutically acceptable salt thereof.
2818. A pharmaceutical composition comprised of a compound of any-ene-ef-claims 1 te-19

and a pharmaceutically acceptable carrier, glidant, diluent, or excipient.

2+19. The pharmaceutical composition according to claim 2818, further comprising a
chemotherapeutic agent.

2220. The pharmaceutical composition of claim 28-18 for use in treating a disease or disorder
selected from cancer, immune disorders, cardiovascular disease, viral infection, inflammation,

metabolism/endocrine function disorders and nenrological disorders, and mediated by Pim kinase.

disease-or-disordesselected-from-cancerimmune-diserderscardiovasenlardisease—virainfection;
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21. The compound of claim 16, wherein said compound 18 N-{5-({28.5R.6S)-5-amino-6-

fluorooxepan-2-v)-1-methyi-1H-pyrazol-4-vD)-2-(2.6-difluorophenyhithiazole-4-carboxamide, or a

pharmaceutically acceptable salt thereof,

22. A pharmaceutical composition comprised of a compound having the structure:

NH,

|
N OF
N\ /7 O

ey
NH F
N
Oﬂ%@
S
F

or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier, glidant,

diluent, or excipient.

23. The pharmaceutical composition of claim 22, further comprising a chemotherapeutic




