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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 (l):82-8). 

SUMMARY 

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 I compounds have the structure: 

NH 

I 

where R" is selected from the structures: 

<R> (R3)n (R3)n (R3)n 

15 
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vV Y V 0 Y 

(R3)n 
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where the wavy line indicates the site of attachment and the dashed line indicates an 

optional double bond; 

X is selected from the structures: 

NYR5 
N 

R6 N R6 R R6 R6 

N R5 .N. _R5 

and stereoisomers, geometric isomers, tautomers, and pharmaceutically acceptable salts 
1 2 3 4 5 6 7 thereof. The various substituents, including R,R,R,R,R,R,R, and X are as defined 

herein. 
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heterocvclvl"): 
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2 R is selected from the structures: 
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where the wavy line indicates the site of attachment: 

R3 is independently selected from R CI. Br. I. -CHU. -CH->CHk -CHtCH.K -C(CH?>. 

?CH(CH^h, -CH=Cflk -CH=CfCH?)o. CH?. -CH,F. -CHF% -CF^>. -CH.OH. -CH.OCH,. -

CFbNH->. -CH?NHCHt. -CH?CI-i7NH2. -CH->CHCH?NH->. -CH->CH(CHONH2. -CH.QH. -

CH7CH7OH. -CrCH^OH. - C H (OH')CH(CH)->. -CfCH^VCH^OH. -CH?CH2S<>>CH^ -CN. -

CQoH. -COCH-u -COCH?NH?. -CQ?CH.. -COaCHhh. -CGCHfOH)CH,, -CONHk -

10 CONHCH^ -CQNfC-H-tK -CCCH-^CQNH-K -NO?. -NH.. -NF1CF1;. -NfCHVh. -NHCH7CHF7. 

NHCHoCF,. -NHCH->CH2OH. -NHCOCTk -NfCH^COCH^. -NHCfO)OCH2CHv -

t->CHv -NHCCO^OCfiHg. -NHS(Q)?CH^ -N(CH^C(CH3VCONH2. -

t^-o->SiOVCH,. -OH. -QCH.. -QCHF?. -OCH.F. -OCH.CH,, -QCHfCHiY). 
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QCH2CHCCHiK -OCfOHUK -SfO)?N(CH3K -SCEk -CH?OCH<u -SfO^CH.. cvclopropvl 

cvclobutvl cvclopcntvL cvclohexvl cvcloheptvl. azetidinvL azepanvl. oxetanvl oxetan-3-

ylmethvlamino, (3-niethyloxetan-3-vl)roethvlamino. pyrrolidinyl piperazinvl, piperidinvl 

(piperidin-4-vl)ethvl). pvranvl (piperidin-4-vlmethyl), morpholinomethvl and morpholino: 

5 or where two geminal R' groups form a spiro ring selected from a cvclopropvl 

cvclobutvl. cvclopentvl. cvclohexvl pyrrolidinyl azetidinvl azepanyl. oxetanvl pyrrolidinyl. 

piperazinvl or piperidinvl ring, where the spiro ring is optionally substituted with one or more 

groups independently selected from -F. -OH. -O. -CFh, -NH?, -CH2F. -CH2QH. -CH?0CH^. -

CH2NH2. and ~CF2: 

10 or where two vicinal R3 groups form a live-membered or six-membered heterocvclvl 

fused ring, where the heterocvcivl fused ring is optionally substituted with one or more groups 

independently selected from -P. -OH. =Q. -Ctik -NH-;. -CH?F. -CH->QH. -CH->OCK2. - CH->NH?. 

and -CF^; 

nis 0.1,2.3,4. 5. or 6: 

15 X is selected from the structures: 

where the wavy line indicates the site of attachment: 

R4 is independently H.. F. -C1H. or -NH?: and 

R5 is selected from H. CI Br. Ci-Cn alkyl -O-fCr-Ci? alky!)., ~(Ci-Ci? alkv!ene)-(CrC;-> 

20 carbocvclyl). -(Cr-Ci-> alkyleneVfC^-Con heterocvclyl). -(C?-Cs alkenylene)-(C2-Ci2 carbocvclyl). 

-(C2-Cg alkenvlene)-(C2-C2n heterocvclvl). Cfi-Gw arvl -fC^-Coo arvlene)-( CVC^o heterocvclvl). -

(Q>-C?o arylene)-(C_6-C?n arvlene). -(Cf,-C\t arvlene'H'Ci-Ci? alkvleneHC^-Con heterocvclyl). -

fq-Cgo arylene)-Q-(C?-C2n heterocvclvl). -(Cft-C2n arylene)-Q-(C2-Cn alkyl). C--Cr? carbocvclyl 

CS-C-TQ heterocvclvl OrCon heteroarvl -(G-C-xi heteroarvD-f C?-C2o heterocvclvl). and -(CI_-CTO 

25 heteroarvl)-(C|-Cn alkyl): where alkyl. alkenvl alkvnvl. alkylene. carbocvclvl heterocvcivl 

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

from F. CI Br. 1. -CH,. -CH->CKh. -CH(CH,K -CH.CHfCHVh. -CH7NH7. -CHoCHzNH?. -

CH?CHCH?NHo. -CH?CH(CH^NH?. -CHQOH. -CH.CH.OH. -CH(CH2OHK -C(CH2OHK -

CH(CH,)QH. -Ct CH-ibOH, -CH(OH)CH(CH,K -CfCH^oCH^OH. -CH.CH.SO^CH,. -CN. -CF,. 

30 -CHF?. -CH2F. -CO?H. -CQCH,. -COCH(CH,)2. -CGOCH2. ~CQ2aCH^, -COCHfOHtCHy -

CONH?. -CONHCHi, -CONCCB.K -qOHUbCONHo, -NO.. -NH> -NHCHk -N(CH2K -

NHCOCH^ -NfCH^COCtik -NHS(Q)2CH;. -N(CH.)C(CH,)->CONH-). -

N(ChMCH->CH,S(Qi7CH^ <"). -OH. -OOHk -OCF,. -QCHfCHVK -S(0)2N(CH-02. -SCHV -
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azepanvl. oxetanvl phenyl, pyrrolidinyl. piperazinvl. piperidinvl. (piperidin-4-vDethyl). pvranvl. 

{piperidin-4-ylmethyl), morpholinomethvl. and morpholino. 

Qfte-Another aspect of the invention disclosure is a pharmaceutical composition 

5 comprised of a Formula I compound and a pharmaceutical^ acceptable carrier, glidant, diluent, 

or excipient. The pharmaceutical composition may further comprise a chemotherapeutic agent. 

The disclosure invention 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 

10 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 

15 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) 

5 instructions for use. 

The disclosure invention 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. 

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

Another aspect of the disclosure is a pharmaceutical composition comprised of a 

compound having the structure: 

or a oharmaceuticallv acceptable salt thereof and a pharmaceutical^ acceptable carrier. 

15 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 

20 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 

25 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 IUPAC 

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 R1 is oxetan-3-ylmethyl. 

7. The compound of claim 5 wherein R has the structure: 

(R3)n 

Y 
8. The compound of claim 1 wherein R3 is independently selected from F, CI, -OH, -CH3, -

CH2CH3, -CF3S ~NH2, -NHCH3, -N(CH3)2, -NHCH2CHF2, -NHCH2CF3, -CH2NHCH3, and -OCH3; 

and n is 1, 2, or 3. 

9. The compound of claim 1 wherein R4 is -NH2. 

10. The compound of claim 1 wherein R4 is H. 

11. The compound of claim 1 wherein R5 is C6-C2o aryl. 

12. The compound of claim 11 wherein R3 is phenyl substituted with one or more F. 

13. The compound of claim 1 having the structure of Formula la-id: 

lb 

Ic Id 

\ 



14. The compound of claim 1 having the structure of Formula lb: 

-j-^fhe-ee-mpewid- e£ci Ic :• 
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16. The-compound of claiwi-l-havmg, the strueims-of Formula 

17. The-eompound of claim-4-setecl.cd from Table la. 

18. The compound of claim i selected from 

4.9. The CQmpoimd--ef-Glaii.il 1-sclected-fr-om Table-lc. 

14. 

R R 
R2 

NH 

w -R2 N-

NH 

o- NYR5 

N if 
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15, The compound of claim 1 selected from the group consisting of: 

5-amino-2-(2.6-difluorophenvl)~N-[5-f3,6-clihvdro-2H-Pwan-4-vl)-l-methvl-pyrazol-4-vlMiiazole-4-

carhoxamide 

5-amino-2-C2.6-difluoropheiivl)-N-r5-f3.4-dihydyo-2H-pyrai>6-vl)-l-methvl-pvrazol-4-vl]thiazole-4-

carhoxamide 
5-amino-2-f2.6-difluoropheiiy1)-N-[5-(2-iTiethoxvtetrahvdropvran-2-y]')-l -methyl-pyrazol-4-

yllthiazole-4-carboxamide 
5-amino-2-(2.6-difluorophenvl)-N-(l-methvl-5-tetrahvdropyi-an-2-yl-pyrazol-4-vl')thiazo]e-4-

carhoxamide 

5-amino-2-(3-fluoro-2-pwid\i)-N-f5-('2-methoxvtetrahydrop\Tari-2-yI)-l-meth\i-pvrazol-4-

yl]thiazole-4-carboxamide 

5-amino-2-(2.6-difluorophenylVN-(5-((TS.4S.5S)-4-hvdroxv-8-oxabicvclof3.2.11octan-l-vlVl-

methyl-1 H-pvrazol-4-vl)thiazo'le-4-carboxamide 

5-amino-N-r5-(2-amino-S-oxabicyclor3.2.11octan-5-vi)-l-methy]-pvrazol-4-v]l-2-(2,6-

difluoropheiivl)thLazole-4-carboxamide 

5-amino-2-(2.6-djHuorophenvn-N-(5-!'(2R.7Rt-5-hvdroxv-7-niethvloxepan-2-\Tt- l -methyl -1H-

pyrazol-4-ylHhiazole-4-carboxamide 

5-ammo-2-(2.6-difluo; rophenvj')-N-r5 -(2-hvdroxv-8-oxabicvclof3.2.11octan-5-vl)-l-methvl-pvrazol' 

vllthiazo le-4-carboxai nide 

5-ammo-2-C2.6-difluo-rophenvl)-N-(5 -((5R.6SK5/vdihvdroxvoxepan-2-vB-i-methvI-l H-pvrazol-4-

yi'ithiazo ie-4-carboxai nide 

5-amino-N-(5-f(2R.7F D-5-amino~7-e' thvloxepan-2-vl)-l-methvl-lH-pvrazol-4-vl)-2-f'2.6-

difluaror !hen vDthiazo' le-4-carboxami de 

5-amino-•N-(5-((2R,7I; 0-5-amino-7-H iethvloxepan-2-vI)-l-methvl-lH-pvrazol-4-vlV2-(2.6-

diiluorophenvl)thiazole-4-carboxamide 

5-amino-•N-f5-(6-amir io-4.4-difIuoro--oxepan-2-vl I-1 -inelhv]~pvrazol~4-v!]-2-( 2.6-

di.f]ut)rophenv]Uhiazo]e-4-carboxamide 

5-amino-•N-(5-(( 1 S.4S !,5S)-4-amino-J ̂ -oxabicvcior3.2.Hoctan-l-vli-l-methv]-lH-pvTazol-4-vl)-2-

f2.6-difiiioroDhenvl)thiazoie-4-carboxamide 

5-amino--N-(5-(nS.4F L5S)-4-amino-: B-oxabicyclof3.2.11octan-l-vn-l -methyl-1 H-pvrazol-4-v1V2-

(2.6-difli .loropbenvl }tl i.iazole-4-carbo xamide 

5-amino-•N-C5-((1R,4^ >,5R)-4-amino-8-oxabic vclo[3.2. ] loctan-1 -ylj-1 -methyl-1 H-pvrazol-4-vl)-2-

('2.6-di0uorophen\i)lhiazole-4-carboxamide 

5-amino- i5R)-4-ammo--8-oxabicvclof3.2.11octan-l-yl)-l-methvl~!H-Dvrazol-4-vl)-2-

(2.6-dith aorophenvDtl iiazole-4-ca.rbo xamide 

5-amino--N-i'5-fY5R.6J l)-5-amino-6-f luorooxepan-2-v!)-i-niethvl-lH-p\Tazol-4-\i)-2-f2,6-
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difluorophenyDthiazole-4-carboxamide 
5-aimno-N-(5-((2R<5R.7R)-5-amino-7-methvloxepan-2-vl)-l-methvl-lH-pyrazol-4-vl)-2-f2,6-

diiInorophenvl)thiazole-4-carboxamide 

5-aiiiiiio-N45~ff2R.5S-7RV5-amino-7-roethvloxepan-2-vlVl-methvl-lH-pyrazol-4-vlV2-(2,6-

difluorophenvl)thiazole-4-carboxamide 

5-ai-nino-N-[5-(6-amino-4.4-difluoro-oxepap-2-vl)-l-methyI-pwazol-4-vl]-2-(2.6-

difluorophenvl') riiiazole-4-carboxamide 
5-ammo-N-(5-/f5S.6S)-6-amino-5-methoxvoxepan-2-v])-l-methvl-lH-pvrazol-4-vl)-2-C2.6-

di0uorophenv!")thiazo!e-4-carboxamide 

5-aniino-N-f5-f5-amino-6-fliioro-oxepan-2-vr)-l-methyl-pvrazol-4-vll-2-(2.6-

difluorophenvl)thiazole-4-carboxamide 

5-amino-N-(5-(f2R..7RV5-amino-7-et3ivloxepan-2-vn-l-methvl-lH-p"vrazoi-4-vl')-2-(2.6-

difluorophenvl Hhiazole-4-carboxarnide 
5-ainino-N-(5-j(5R.6S)-5-amino-6-nietboxvoxepan-2-y] )-.i--methyl-lH-p\Tazol-4-vD-2-( 2.6-

difluorophenvl )thiazQle-4-carboxamide 

5-amino-N-(5-(i4R,5R')-4-amino-S-fluorooxepan-2-vl)-l-methvj-iH-pvTazol-4-vl)-2-(2.6-

difiuorophenv])thiazole-4-carboxamide 

5-amino-N-f5-(f5S.6R)-5-ammo-6-methoxvoxepan-2-yl)-l-methvl-lH-pvrazol-4-v1')-2-(2,6-

difluorophenvl)thiazole-4-carboxamide 
5-am.ino-N-(5-((5R.6R)-5-amino-6-fliiorooxepan-2-\i)-l-methvl-lH-p\Tazol-4-vl}-2-(2.6-

diIluorophenvl)thiazoIe-4-carboxamide 
5-amino-N-{5-((4S.5S)-4-amino-5-lliiorooxepan-2-vl)-l-melhvl-iH-pyrazol-4-vl)-2-(2,6-

diil aorophenvlithiazole-4-carboxamide 

5-amino-N-( 5-((5S.6Si-5-amino-6-fluorooxepan-2-\T)-l-methvl-.I H-Dvrazoi-4-vr')-2-( 2,6-

difluorophenvl)thiazole-4-carboxamide 

5-anijno-N-r5-(6-amino-4.4-difluoro-oxepan-2-vl)-l-methvl-pyrazol-4-vH-2-<'2.6-

difluorophenyl)thiazole-4-carboxamide 

5-an-iino-2-(2.6-difluorophenvD-N-i'5-(5-hvdroxvoxepan-2-\i)-] -meihvl-Dvrazol-4-vHlhiaz,ole-4-

carhoxamide 

5-amino-N-i'5-C5-aniino-4-fluoro-oxepan-2-vl)-l-methyl-pyrazol-4-vH-2-(2,6-

difluorophenvl Hhiazole-4-carboxamide 

5-aminQ-N-(5-((2S>4R.5R)-5-amino-4-methoxvoxepan-2-vl)-l.-niethvl-l H.-pvrazoi-4-vl'i-2-(/2.6-

difiuorophenvl)thiazole-4-carboxamide 
5-aniino-N-(5-('."2R.4S.5S)-5-amino-4-fiuorooxepan-2-vii-]-methvl-iH-PvrazoI-4-vl'>-2-('2.6-

difluorophenvl )thiazole-4-carboxamide 

5-ammo-N-(5-(Y2R.4S.5S)-5-amino-4-methoxvoxepan-2-vl)-l -methyl-1 H-pyrazol-4-v))-2-( 2.6-
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difluorophenylHhiazole-4-carhoxamide 

5-amino-N-r5-i"l-faramomethvl)-7-oxahicvclor2.2.11heptan~4-yll-l-methvl-p vrazol-4-vl]-2-{2-

fliiorophenvl'Hhiazole-4-carboxamide 

5-amino-N-('5-(5-amiiio-4-fiuorooxepan-2-vlVl-methvl-lH-pvrazol-4-vl')-2-{'2,6-

diiliioroplienyl)tliiazole-4-carboxamide 

5-ammo-TSi -(5-(( 4R.5R)-4-amino-5-flriorooxepan-2-yl)-1 -methyl -1H-pvrazol-4-yl)-2-(2.6-

difluorophenyl)thiazole-4-carboxamide 

5-amino-N-r5-('4-amino-5-hvdroxy-3.5-dimethvl-tetrahvdropvran-2-vl')-l-methvl-pyrazol-4-vl1-2-

f2.6-difluorophenvI)thia2:ole-4-carboxaniide 
5-amino-N-[5-(6-amlnooxepan-3-vl)-l-iiiethvl-pyi'azol-4-yl]-2-(2.6-diflaorophenyl)thiazole-4-

carhoxamide 

5-amino-N-[5-(6-aniinooxepan-3-vD-l-methvl-PwazQl-4-vll-2-(2.6-dif]uorophenvDthiazole-4-

carhoxamide 

5-Amino-N-r5-r6-amino-5-fluoro-oxepan-2-vl1-l-methyl-pyrazol-4-vl1-2-f2.6-

difluorophenvT)thiazoIe-4-carboxamide 

5-aiTiino-2-(2.6-difluoi'Ophenvl)-N-(5-((2S.4R)-4-hvdroxvtetrahydro-2H-pyran-2-vn~l-methyl-1H-

pyrazol-4-yi')thiazole-4-carboxamide 

5-amino-N-r5-(6-aminoQxepan-3-yl)-l-methvl-p\Tazol-4-yll-2-(2.6-diflnorophenvi)thiazole-4-

carhoxamide 
5-Amino-N-[5-r5-amino-6-fiuoro-oxepan-2-vll-.]-rnethyl-pyrazol-4-\il-2-(2.6-

difluorophenvl)tliiazole-4-carboxamide 

5-aniipo-2-(2.6-difluorophenvl)-N-(5-((2R,4S)-4-hvdroxytetrahvdro-2H-pyi-an-2-ylVl-methyl-lH-

pyrazol-4-vlHhiazole-4-carboxamide 

5-Amiiio-N-r5-r(2S.5R)-5-amino-4-fluoro-oxepan-2-vll-l-methvl-pvrazol-4-vl1-2-(2.6-

di:i:luorophenvl)thiazo]e-4-carboxamide 

5-Amino-N-r5-IY2R.5SV5-•arnino-4-fluoro-o: xepan-2-vl]-1 -methvl-pvrazol-' 4-vll-2-(2.6-

difl.uorophenvDthiazole-4-

5-Amino-N-f5-!Y5-amino-< 

carhoxamide 

5.6-difluoro-oxepE tn-2-vi 1-1 -met'hvl-pvrazol-4-v]' l-2~(2.6-

difluorophenvlHhiazole-4-

5-Amino-N-f5-rf2R.5S.6S 

carboxamide 

S-6-amino-5-fluori D-oxenan-2-vll-l-methvl-pvraz .o!-4-\il-2-(2. 

diflu.orophenvl)thiazole-4-carboxamide 
5-Amino-N-[5-[(2S,5R..6R)-5-amino-6-methoxv-oxepan-2-yl1-l-me&yl-pyrazol-4-vll-2-(2.6-

dif1iiorophenvl")thiazole-4-carboxamide: and 
5-A]nino-N-["5-r5-(aminomethyl')te.trabvdrofuran-2-vll-l-methys-pvrazol-4-yll-2-f2.6-

difIuorophenyl)thiazo3.e-4-carboxamide, 

or a phannaceuticallv acceptable salt thereof. 
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16. The compound of claim 1 select ed from the group consisting of: 

5-amino-N-(r5-ff2S.5R.6S)-5-amHio-6-fluorooxepan-2-yl)-l-methvl-lH-pwazoM-Yl)-2-/"2-ffuoro-3-

(trifluoromethvl'iphenvl'Hhiazole-4-carboxamide 
5-amino-N-C5-r (2S.5R.6S)-5-amino-6-fluorooxepan-2-vD-1 -methvi-lli-p vrazol-4--vl)-2-( 2-

ftrifIuoromethQxv)phenvl)thiazole-4-carboxamide 

Amino-N-f5-r4-aminotetrahvdropvran-2-vn-l-methvl-pyrazol-4-Yn-2-r2.6-difluorophenynthiazole-4-

carboxamide 

5-Amino-N-[5-[f2R,4Sy4-aminotetrahYdroDwan~2-vll-l-methvl-pyrazol-4-vll-2-f2.,6-

d;fluorophenvl)thiazole-4-carboxamide 

5-Amino-N-[5-j"(2S.4R)-4-aminoietrahvdropvran-2-vl]-.l.-methvl-p\Tazol-4-vl1-2-(2.6-

difiuorophcnyUthiazole-4-carboxamide 

5-AmmQ-N-r5-r2-amino-8-oxabicvclor3.2.11octan-5-vl]-l-methvl-pvrazoM-vl1-2-(3-fluoro-4-

pyridvlithiazole-4-carboxamide 

5-Amino-2-(2.6-difluorophenvl)-N-f5-[f2R.5R)S-ethvl-5-(hvdroxvmethvl)-1.3-dioxan-2-vl1-l-

methvl-pwazol-4-vl1thiazole-4-carboxamide 
5-Aniino-2-{'2.6-dif]uorophenvli-N-r5"jY2S.5SS5-ethvj-5-(hvd.roxYmethv1)-L3-dioxaii-2-Yil-l-me(hv]-

pvrazol-4-vl1th.iazole-4-carboxarnide 
5-Amino-2-(2,6-diiIuorophei'ivl)-N-[5-r5-(hvdroxvmethvl)-1.3-dioxan-2-vll-l-methvl-pvrazol-4-

vTjthiazole-4-carboxamide 
5-Amino-2-(2.6-difluorophenv1)-N-f5-f5-(hydroxymethy1>5-methvl-l, 3-dioxan-2-vll-I -methyl-

pyrazol-4-yl]thiazole-4-carboxamide 

5-Amino-N-r5-[5-Caminornethvl)-1.3-dioxan-2-vn-i-methvl-pyi-azoi-4-vll-2-f2.6-

difluorophenvl ithiazole-4-carboxamide 

5-Amino-N-r5-l"(2S.5R)-5-amino-6.6-dii]uoro-oxeDan.-2-vll-l-methv]--pvrazol-4-vl"l-2-{2>6-

difliiorophenvi;)ihiazoie-4-carboxamide 

5-Amino-N-r?-ri'2R.5S)-5-amino-6.6-difluoro-oxepan-2-Yll-l-methvl-pvrazol-4-vll-2-(2.6-

difluorophenyMiiazole-4-carboxamide 
5-Ammo-N-i"5-f4-amino-5-l]uoro-oxepan-2-yl]-l-melhyl-pvrazol-4-vll-2-f2.6-

difluorophenvl )thiazole-4-carboxamide 

5-Annno-N-f5-r!'2R.5R)-5-(aminomethvl)terrahvdrofuran-2-vll-l-niethvl-DvTazo?-4"vn-2-(2.6-

difluorophenvl Hhiazole-4-carboxamide 
5-Amino-N-j'5-f(2S.5S'}-5-('aminomethvl)tetrahvdrofaran-2-vll-l-methvl-pwazol-4-vl1-2-(,2.6-

difIuorophenylMiiazole-4-carboxamide 
3-Amino-N-l'5-[5-(aminomethYr)-5-ethvl-1.3-dioxan-2-vH-l-meth.vl-pvrazol-4-vll-2-(2,6-

difluorophenvDthiazole-4-carboxamide 

5-Amino-N-[3-r(2S.5R.6S')-3-amiT)o-6-{tridei]teriomethoxv)oxepan-2-vH-l-methvl-p\Tazo1-4-vll-2-



- 296e -

f2,6-difluorophenvl)thiazole-4-carboxamide 

5-Amino-NT-r5-|"5-faniinomefhvl)-5-metjivM.3-dioxan-2-vl]-l-methvl-0vrazol-4-vl]-2-f2,6-

difluorophenyllthiazole-4-earboxamide 

5-Amino-N-f5-j'(2R.5S.6R')-5-amiiio-6-fluoro-oxepaii-2-vl1-l-methvl-pyrazo1-4-yll-2-(2.6-

difluorophenvnthiazole-4-carboxamide 

5-AiTiino-N-f5-rf2S.5R.6S")-5-amino-6-fluoro-oxepan-2-y11-l-methvl-pvrazo]-4-vll-2-(2,6-

difluorophenvnthiazole-4-carboxamide 
5-Amino-N-f5-r5-(aminomelhyl)-5-metbyI-1.3-dioxan-2-yl]-l-metlivl-pyrazo]-4-yl1-2-(2,6-

difluorophenvIkhiazole-4-carboxamide 

5-Amino-N-r5-j"5-amino-4.4-difIiiQro-5.6-dimethvl-tetrahvdropyi:an-2-yr[-}-metbvI-pvrazol-4-vil-2-

(2.6-difluorophenvDthiazole-4-carboxamide 
5-Ammo-N-r5-r(2R,5S,6R)-5-ammo-6-(trideuteriomethoxy)oxepan-2-vll-l-methvl-pyrazol-4-vll-2-

(2,6-difluorophenvUthiazo1e-4-carboxamide 

S-Amino-N-r5*IY2S.5R.6R)-5-amino-6-fluoro-oxepan-2-vll-1-rnethvl-pvrazol-4-vl1-2-(23-

difluorophenvl )thiazole-4-carboxaroide 

5-Ammo-N-r5-fY2S.5R,6R)-5"amino-6-iIuoro-oxepan-2-vll-l-methvI-pvrazol-4-vl1-2-^3-fiuoro-4-

pyi'idvl)thiazole-4-carboxami.de 
5-AminQ-N-[5-f^2S.5R.6R)-5-amino-6-methoxv-oxepan-2-vl]-l-methvI-pyrazol-4-vl]-2-{'2-

fIuorophenvl)thiazole-4-carboxamide 

5-Amino-N-C 5-iC2R.5S.6R)-5-amino-4.4-difluorQ-5.6-dimethvhetralivdro-2H-pvTap-2-vl i-i-methyl-

1H-pvrazol-4-ylV2-(2.6-difluorophenvOthiazo]e-4-carboxamide 

5-Amino-N-(5-(r2S.5R.6S')-5-amino-4.4-dinuoro-5.6-dimethvltetr3hvdro-2H-pvran-2-vi)-l-methvl-

lH-p\Tazol-4-vTi-2-(2.6-difluorPt)henvrithiazole-4-carboxamide 

5-Amino-N-(5^(2SJIl-6R)-5-amino-6-fluorooxepan-2-\Trl-methvl-lH-p vrazol-4-vli-2-('2-

fluorophenvl)thiazole-4-carboxamjde 

N-f5-(('2S.5R.6RV5-Amino-6-fIuorooxepan-2-vl')-]-methyl-lH-pvrazol-4-vlV6-(2.6-difhioro-4-

methoxvphenv1V5-fluoropicolinamide 
N-(5-((2S.5R.6R'i-5-Ammo-6-fluorooxepan-2-vn-l-methvi-lH-pwazol-4-vI)-6-('2.6-dji]uoro-4-

((tetrahvdro-2II-pvran-4-vDoxv'iphenvl )-5-iluoropicolinamide 

N-fS-Cf 2S.SR,6R)-5-Amino-6-fIuorooxepan-2-yl i-1 -methyl-1 H-pvrazol-4-vi )-6-( 2,6"-dii1iioro-4-{2-

mcihoxvethoxy)phenyl)-5-fluoropjcolinamidc 

N-(5-f(2S.5R.GRV5-Amino-6-fluorooxepan-2-vl)-l-metliyl-lH-pvrazoi-4-Yn-6-(2.6-difluoro-4-(2-

hvdroxvethoxv'iphenvl)-5-fliioropicolinamide 
N-(5-((2S.5R,6SV5-Amino-6-hvdroxvoxepan-2-v1Vl-methv1-lH-pvrazol-4-vD-6-(2.6-difluorp-4-f2-

methoxvethoxy)phenvlV5-fluoropicolinamide 

N-(5-((2S.5R,6SV5-amino-6-flnorooxepan-2-vlVi-methYl-lH-pvrazol-4-vl)-6-(2.6-difluoro-4-{2-
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methoxvetliQxv)phenvn-5-fluoropico]inamide 
N-(''5-(Y2S.5f l.6S)-5-amino-6-fluoroo> Lepan-2-vI)-l-methvl-1 H-DV razoI-4-vl)-6-f2.6-difIuoro-4-C3-

hvdroxvoxet an-3-vl)phenvl)-5-fluoroi .^icolinamide 

N-(5-fY2S.5I l.6SV5-amino-6-fluorooxepan-2-vl)-l-methvl-lH-pv Tazol-4-vl)-6-('2.6-difluoro-4~f3-

fl uorooxetan -3-yl)phenyl)-5 fluoropicoiinamide 

N-(5-((2S,5I: l,6S)-5-amino-6-fluoroo> ;epan-2-vlM-methvl-1 H-pv Tazol-4-vlV6-(2,6-difluoroohenvr 

5-fiuoropicolinamide 

N-(5-((2S,5I i,6SV5-amino-6-fluoroo? ieDan-2-vlVl -methvl-1 H-DV Tazol-4-yi)~6~{"2,6-difluoro-4-(4~ 

hvdroxvtetra h vdro-2 H -t? vran-4-vl )oht ;nvlV5-flnoropicolinamide 

N-(5-«2S.5I l.6SV5-Amino-6-fluoroo xepan-2-vl) -1 -methvl -1H-\r vTazol-4~vlV6-(2.6-difluoro-4-

((tetrahvdro-•2H-pvran-4~vl)oxv)phen vD-5-fiuorooicoliiiamide 

N-(5-f(2S.5I t.6SV5-amino-6-fluoroo> ceoan-2-vlM-methvl-IH-ITV iazol-4-vlV6-(2.6-difluoro-4-( 1 -

hydroxYcyclohiityl)phenyl)-5-fluoroT> icolinamide 

N~C5-Cf 2S.5I l.6SV5-amino-6-fluoroo? c.epan-2-vl'i-1 -methvl-1H -DV Tazol-4-vli-6-(2,6-difiuoro-4-

(methoxvme :thvl)phenvlV5-fluoroDic{ :ilinamide 

N-f5-f(2S.5F l.6S)-5-amino-6-fiuoroo/ iepan-2-vl'S-l -methvl-1 H~DV Tazo!-4-vlV6-(2.6-difluoro-4-(2-

hvdroxvprcn: )an-2-vl)pheovI)-5-fliioro picolinamide 

N-(5-((2S.5I l.6S)-5-amino-6-fIuorooj cepan-2-vl)-1 -methvl -1 H-ir-v Tazol-4-vl)-6-f2,6-difluoro-4-

methoxvphe nvlVS-fluoropicolinamid' 

N-(5-((2S.5l l.6S)-5-amino-6-fiuoroo; <.epan-2-vl)-l -methvl-1 H-D\ Tazol-4-vl)-6-(2.6-dif]uoro-4-f3-

methoxvoxe tan-3-vr)phenv])-5-fltiorc tpicolinamide 

N-(5-((2S.5I l.6RV5-ammo-6-iluoroo. xepan-2-vl t-1 -methvl -IH-o-v ̂ razoi-4-vlV6-(2.6-difluorO'4-(3-

methoxvoxe tan-3-vl)phenvlV5-fluorc •picolinamide 

N-(5-(Y2S.5J :<..6SV5-am.ino-6-tluoroo: \epan-2-vl )-l -methvl-1 H-o\ -Tazol-4-vl)-6-(2.6-difluoro~4-( 1 -

hvdroxvcvci ODropvlMienvlV5-fluorc ipicolinamide 

N-(5-((2S.5I l,6S)-5-amino-6-fluoroo: <epan-2-vl)-1 -methvl-1 H-m Tazol-4~vl'i-6-(2.6-difluoro-4» 

proDionylph envn-5-fluoroT)icoJinami< :fe 
N-(5-(Y2S.5I l.6S)-5-amjrso~6-fluoroo; <.epan-2-vl)-l -methvl-1 H-p\ Tazol-4-vl)-6-(2.6-difluoro-4-{4-

lluorotetrair vdro-2H-pvran-4-vriphen vl)-5-fluoropicolinamide 

N-(5-((2S.51 ̂ ,6S)-5-ammo-6-fluoroo: Kepan-2-vl'i-1 -methvl -1H-D\ .Tazo!-4-vl')-6-(2.6-dif!uoro-4-! 1 -

hvdroxvetln 'Tiphenvll-S-fluorooicolir lamide 

N-i 5-( i 2S.5R.6SV5-amino-6-£iuoroo: <epan-2-vl)-1 -methvl-1 H -p\ Tazol-4-vl)-6--(2.6-di£!uoro-4-

hvdroxvphei nvli-5-fl.uoroDicolinamid( 

N-(5-((2S,5] ̂ .6S)-5-Amino-6-fiuoroc <xepan-2-vT!-l -methvi-lH-n wazol-4-vn-6-r2.6-difluoro-4-(2-

hvdroxvethc fXv)phenvl)-5-fluoroDicoi iinamide 

N-(5-/(2S.51 ̂ .6R)-5-amino-6-fl.iioroo xevan-2- vJV 1 -methvl -1 H-D srazo\-4-vl)-6-(2,6-difhioro-4-( 1 -
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hvdroxvethvDphenvD-5-fIuoropicoiinamide 
N-f5-f(,2S.5R.6R')-5-amino-6-fluorooxcpan-2-v1)-l-mcthvl-lH-PvrazoM-vl)-6-(2.6-difluoro-4-Cl-

methoxyethyi)phenyl)-5-fiuoropicoImavmde 

N-f5-((2S.5R.6RV5-amino-6-fluorooxepan-2-vl')-l-methyl-lH-pyrazol-4-vl)-6-(2.6-difluoro-4-f L2.3-

trihydroxypropan-2-vi)phenyl)-5-fiiioropicolinamide 

N-(5-i,(2S,5R.6S)-5-amino-6-i]uorooxepaii-2-y1)-l-methvl-lH-pyi-azol-4-yl)-6-(4-

(cvclopropvl(methoxv)methvl)-2,6-difliiorophenyl)-5-fluoropicolinamide 

N-(5-((2S,5R.6S)-5-amino-6-fluorooxepan-2-vl)-l-methvl-lH-pvrazol-4-vn-6-(4-(1.3~ 

dihvdroxypropan-2-yl)-2.6-difluorophenyl')-5-fluoropicoIinamide 

N-f5-('(2S.5R.6S')-5-aiTiiiio-6-fluorQoxepan-2-vl1-l-methyl-lH-pyrazol-4-vl)-2-f2.6-difluoro-4-(3-

hvdroxytetra1)ydrofuran-3-vnphenyl)thiazole-4-carboxamide 

N-(5-(Y2S.5R.6S)-5-amino-6-f1uorooxepan-2-vl)-l-methvl-lH-pvrazQl-4-vl)-2-(2.6-difluoro-4-

(tetrahvdrofuran-3-yI iphenyr)thiazo]e-4-carboxamide 
N-(5-((2S3R.6S)-5-amino-6-f1uorooxepa.n-2-y]Vl-methvl-lH-pyi'azol-4-vlV2-f2.6-difluoro-4-(({R)-

tetrahydrofuran-3-vl)oxy)pheriyl)tIiiazole-4~carboxamide 

N-(5-((-2S.5R.6S)-5-amino-6-fliiorooxepaii-2-yi)-l-methy1-lH-pyrazol-4-yl)-2-f2.6-difliioro-4-((fS)-

tetrahvdrofuran-3-yl)oxy)pheny1)thiazole-4-carboxamide 

5-amino-N-C5-((2S.5R.6R")-5-amino-6-methoxvoxepan-2-vl)-l-rnethyl-lH-pvrazol-4-vl)-2-('2.3-

difluorophenvl "ithiazole-4-carboxamide 
5-amino-N-(5-((2S.5R.6R)-5-amino-6-methoxyoxepan-2-v1)-l-methvl-lH.-pyrazol-4-v1t-2-( 2-

(trifjuorometliyl)phen.yl)thiazole-4-carboxamide 
N-f5-((2S.5R.6R)-5-amino-6-methoxvoxepan-2-vl)-l-methyl-1 H-pyrazol-4-vS)-2-(2.6-

difluorophenyl)thiazole-4-carboxamide 
N-( 5-((2S.5R.6S">-5-amino-6-fluorooxepaR-2-yi)-l-methvl-1 H-pyrazol-4-vD-6-(2.6-difiuorophenvlV-

5 -fluoropi colinami de 
N-(5-f(2S.5R,6SV5-ammQ-6-fluorooxepan-2-yl)-l-methyl-lH-PYrazol-4-yl)-6-(23-difluoi-Qphenyiy 

5-fluoropicolinamide 
N-f5-f(2S3R.6S)-5-amino-6-fluorooxepan-2-vlVl-methvl-lH-pvrazol-4-vl)-2-(2.6-difluoro-4-(3-

hvdroxyoxetan-3-yl )phenvl)thiazole-4-carboxamide 

N-(5-((2S3R.6S)-5-amino-6-fluoi'ooxepan-2-yn-l-methv1-lH-pvrazol-4-yi)-2-(2.6-difluoro-4-fl-

hvdroxycycloproPvTiphenyl')thiazole-4-carboxannde 
N-(5-((2S3R.6S)-5-ammo-6-fluoroQxepan-2-vlVl-methy]-lH-pyrazol-4-yl)'5-fluoro-6-(2-i]uoro-4-

methoxyphenyDpicolinamide 
N-(5-("(2S3R.6S)-5-amino-6-fluorooxepa.n-2-vl")-l-niethyl-lIi-pwazol-4-yl)-6-(2-chloro-3-

fliioropheiivl)-5-.fliioropicoIinamide 
N-t 5-((2S.5R.6S')-5-amino-6-f]uorooxepari-2-vD-l-methvl-lH-pyrazol-4-yD-2-il-i3-hydroxy-2-



- 296h -

methvlpropyl)-lH-r>vi"azol-4-vI)thiazole-4-carboxamide 

N-r5-C(2S<5R.6S)-5-amino-6-fluorooxepan-2-vl')-l-methvl-lH-pvr,azol-4-vlV2-f,2.6-difluoro-3-

methoxvpheiiyl)thiazole-4-carboxaraide 

N-(S-((2S.5R.6Ry5-amiiio-6-fhioroQxepan-2-viyi-methyl-lH-pvrazol-4-viy2-(,2.3.6-

trifluoroi?henvl')thiazole-4-carboxamide 
N-(5-C(,2S.5R.6S)-5-amino-6-fluorooxepaJi-2-y))-l-methvl-lH-pvra2o1-4-yl)»2-f3-methylpvridin-2'' 

yl)thiazole-4-carboxamide 

N-(5-((2S.5R»6Sy5-amino-6-fluorooxepan-2-vl)-l-methvl-1 H-pyrazol-4-vr)-2-(2-methoxvpyridin-3-

vDthiazole-4-carboxamide 

N-(5-('(2S.5R.6Sy5-amino-6-fluorooxepan-2-viyi-methvl-lH-pvrazol-4-viy2-('2-oxo-L2-

dihvdroPwidjn-3-vl)thiazole-4-carboxamide 
N-(5-(f2S.5R.6S)-5-amino-6-fiuQrooxepan-2-vl)-l-methvl-lIi-pvrazol-4-yl)-2-(,3.5-dimethvlisoxazol-

4-yI)thiazo1e-4~carboxamide 

N-( 5-((2S.5R,6S)-5-ainino-6-Hiiorooxepan-2-vi'}-l-methvl-.I H-p\Tazol-4-vi )-2-( 1-cvclopropvl-1H-

pvrazol-4-yl)thiazole-4-carboxamide 

N-(S-((2S,5R.6S)-5-amino-6-fluorooxepan-2-viyi-methvl-ii-l-i->vTazo1-4-viy2-(2.3.5-

trifluoronhcnvMiiazole-4-cailx)xamide 
N-(5-f(2S.5R.6Sy5-amino-6-fluQrooxepan-2-viyi-methvl-lH-t)vrazol-4-viy2-f3-fluoropvTidin-2-

vl)thiazole-4-carboxamide 

N-(5-(Y2S.5R.6Ss-5-aminp-6-fluorooxepan-2-vl)-1 -methvl-lH-pvrazol-4-vi)-2-(2-fluoro-5-

melhvlphenvlHhiazole-4-carboxamide 

N-(5-((2S.5R.6S)-5-amino-6-iluorooxef)an-2-v!}-l-methvl-lH-D\Tazol-4-vl)-2-(5-iluoroDVTidin-3-

ylHhiazole-4-carboxamide 

N-(5-((2S.5R.6S)-5-ammo-6-fliiorooxepan-2.-vn-l-methvl-lH-pvrazol-4-vl)-2-(3-fliioropyridin-4-

vl)thiazole-4-carboxamide 

N-( 5-(Y2S.5R.6S)-5-amino-6-fluorooxepan-2-vl )-l -methvl-1 H-pvrazol-4-vl )-2-( 1,3-dimethvl-l H-

pvrazol-4-vl"Hhiazole-4-carboxamide 

N-('5-( (2S.5R>6S t-5-amino-6-iluorooxepan-2-\T)-l-methvl-1 H-pvTazol-4-vD-2-( 1.5-dimethvl-lH-

pvrazol-4-vl)thiazole-4-carboxamide 

N-(5-((2S,5R.6S)-5-ammo-6-fliiorooxepan-2-vl)-l-methyyiH-pvrazol-4-vl)-2-(2.3,6' 

trifluorop henvfithiazole-4-carboxamide 
N-(5-{Y2? i.5R.6R)-5-amino-6-fluorooxet san-2-vl)-1-m .ethvl- lH-ovrazol-4-yl)~2~('3-5-

dimethvli .soxazol-4-vl)thiazole-4-carbox amide 
N-(5-«2t 5.5R.6R)-5-amino-6-fiuorooxer -an-2-vD-]-m eth vl -1 .H-pvrazol-4-vl)-2-(23-

difluorophenyl)thiazole-4-carboxamide 

N-(5-((2S.5R.6R)-5-amino-6-fluorooxepan-2-viyi -methvl-1 H-pvrazol-4-vl)-2-(5-fluoropyridin-3-
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vlkhiazole-4-carboxamide 
N-(5-((2S.5R.6R)-5-amino-6-t1iioroQxepan-2-v])-l-methyl-lH-Dvrazol-4-\T)-2-(3,5-difluorop\Tidin-

4^vf)thiazoie-4-carboxamide 

N-(5~("(2S,5R.6R)-5-ani.mo-6-fluorooxepan-2-vlVl-methvl-lH-pyrazol-4-yl)-2-(3-ciiloro-2-

fluorophenvI)thiazole-4-carboxamide 

N-(5-ff2S-5R.6R)-5-amino-6-f1uorooxepan-2-vl)-l-methyl-lH-pvrazoI-4-y1)-2-f3'-chlQro-2,2l-

di.fluoro-l" 1.1 f-biDhcnvn-3-Yl)thiazole-4-carboxamide 

N-(5-(f2S,5R.6R)-5-amino-6-fliiorooxepan-2-vi)-l-methvl-lH--pvrazol-4-viV2-f2-chloro-3-

fltiorophenvfithiazole-4-carboxamide 

N-(5-rf2S.5R.6R)-5-amino-6-fluorooxepan-2-vi)-l-methvl-11-i-Dwazol-4-vj)-2-(2'-chioro-3'.6-

difluoro-ri.l r-biphenvI]-2-vl)1;hiazoie-4-carboxam.ide 

N-(5-i'('2S.5R.6R)-5-amino-6-fluorooxepan-2-vi)-I-methvl-lH-pvi-azol-4-vlV2-fl-methvl-3-

(trifluoromethyl)-1H-pyrazol-4-vl')thiazole-4-carboxarnide 

N-('5-{(2S.5R.6R)-5-amino-6-fluorooxenan-2-vD-1 -methv1-lH-pyrazoi-4-vD-2-(3-cvclopropvl-l-

niethvl-lH-Pvrazoi-4-vl)thiazoie-4-carboxamide 

5-amino-N:-(5-(i2S.5R.6R)-5-amino-6-fluorooxepan-2-vli-l-methv]-lH-pvrazo!-4-vD-2-( 1.3-

dimethyl-lFI-pvrazol-4-yj)thiazole-4-carboxamide 

5-amino-"N-(5-( (2S.5R.6R'i-5-amino-6-fluorooxepan-2-vD-l-methvl-lH-pvrazot-4-vl)-2-( 1.5-

dimethyl-lH-p vrazol-4-vDthiazole-4-carboxamide 
5-amiiio-N-("5-((2S.5R.6R)-5-amino-6-fliiorooxepan-2-vl)-l-methyl-lH-pvrazol-4-yl)-2-( 1-isopropyl-

!H-PVrazo]-4-vl)thiazole-4-carboxaimdc 

5-amino-N-(5-(('2S.5R.6S)-5-amino-6-fliiorooxepan-2-vi)-]-methvl-l.H-Dvrazol-4-vi)-2-i 1.5-

dimethvl-lH-pyi'azol-4-vl)thiazole-4-carboxamide 

N-(5-(( 2S.5R.6R)-5-aniino-6-methoxvoxepan-2-vl)-1 -methvl-1 H-Dvrazol-4-vl)-2-( 2,3.6-

trifluorophenvl)thiazole-4-carboxamide 
5-amino-N-(5-((2S.5R.6R)-5-amino-6-fluorooxepan-2-vl)-l-methvl-1 H-pvrazol-4-yl)-2-(2-fluoro-4-

(trifliioromethvl)phenvl)thiazole-4-carboxamide 

5-amino->J-( 5-({2S.5R.6R.)-5-amino-6-nuorooxepan-2-vl)-l-methvl-lH-pvrazol-4-vl)-2-f2.3.6-

trifluorophenvl)thiazole-4-carboxamide 

5-amino-N-( 5-(Y2S.5R.6R)-5-amino-6-tliiorooxepan-2-vl)-l-methvl-lH-Dvrazol-4-vj)-2-i 2.3.5-

trifluorophenvl)thiazole-4-carboxamide 
5-arnino-N-(5-((2S.5R.6RV5-amino-6-methoxyoxepan-2-vT)-l-niethvi-lH-nv.razol-4-vl')-2-(2.3.6-

trifliiorophenvi)thiazole-4-carboxamide 

5-amino-N-(5-((2S.5R.6R)-5-amino-6-methoxyoxepan-2-vl)-l-methvl-1 H-pyrazol-4-y])-2-(2,3.5-

trifluorophenyl)thiazole-4-carboxamide 

5-amino-N-(5-(Y2S.5R.6Ry5-amino-6-methoxvoxepan-2-vl)-l-methvl-1 H-pvrazol-4-Yi)-2-(2-fiuoro-
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5-methvlphenvl)thiazole-4-carboxamide 
N-f5-(f2S.5R.6R)-5-amino-6-methoxvoxepan-2-vlVl-methvl-lH-pvrazol4-vl)-2-(2.6-difluoro-4-

methoxvphenyl)thiazole-4-carboxamide 
5-amino-N-(5-(Y2S,5R..6R')-5-amino-6-fluorooxepan-2-vl)-l -methvl-1 H-pvrazol-4-vl)-2-(2-

ftriiluoromethoxy")phenvl')lhiazole-4-carboxamide 

5-amino-N-(5-{(2S,5R,6R)-5-ammo-6-fliiorooxepan-2-vl)-l-methvl-lH-pvrazol-4-vl)-2-(3-t1uoro-2-

("trif]uoroiiiethvl)phenvl)thiazoie-4-carboxamide 

5-amino-N-(5-(T2S.5R,6R)-5-amino-6-fluorooxepan-2-vi)-l-methvl-lH-pyrazol-4-vl')-2-(2-fluoro-3-

("triflijoromethvnphenvl)thiazole-4-carboxamide 
5-amjno-N-(5-((2S.5R.6R)-5-amino-6-methQxvoxepan-2-vl)-.l-rnetbvl-iH-pyrazol-4-vl)-2-f2-nuoro-

6-mcthvfohenyl)thiazoie-4-carboxamide 

5-amino-N-f 5-( (2S,5R.6R)-5-amino-6 - fluorooxepan-2-vlM-methvl-lH-r} vrazol-4-vl)-2-(2-

(irifliioromethvl)ohenvl)thiazole-4-carboxamide 

5-amino-N-f'5-( Y2S.5R.6RV5-amino-6 -fluorooxepan-2-vIVl-methvl-lH-pvrazol-4-y1V2-( cvclopenl-1-

en-l-vMiiazoic 

5-amino-N-f5-( 

i-4-carboxamide 

Y2SJR,6R)-5-amino-6 -fliiorooxepan-2-vl)-1 -methvl-1 H-i">vrazol-4-v!V2-

cvclopentvllhia 
5-amino-N-(5-( 

zole-4-carboxamide 

Y2S.5R.6R)-5-amino-6 -fliiorooxepan-2-vn-] -methvl-1 H-Dvrazol-4-vr)-2-( 2-iluoro-6-

methvlphenvDr hiazole-4-carboxamide 
5-amino-N-(5-< (2S.5R.6R)-5-amino-6 -fluorooxepan-2-vlVl-methvl-1 H-pvrazol-4-vl }-2-(2-fluoro-5-

methvlpbenvDthiazole-4-carboxamide 
N-(5-((2S.5R.6 SV5-amino-6-fluoroox epan^-vlVl-methvi-lH-ovrazoM-vM-^-

(cvclopropvl flr vdroxv)methvl)-2.6-dif lnorophenvl)thiazole-4-carboxamide 

N-(5-f(2S.5R.6 S)-5-amino-6-fluoroox epan-2 - vl) -1 -methvl -1H -D vrazol -4- vl) -2 -(4-

(cvcloi3ropvUmethoxv')metli.\Ti-2.6-diiluoroDhenvl )thiazole-4-carboxamide 

5-atn.ino-N-(5-i Y2S.5R.6RV5-amino-6 -fluorooxepan-2-vl)-1 -methvl -1H -pvrazol-4-vl )-2 -{2.3-

difluoro-6-metl noxvphenvl)thiazole-4-carboxamide 

5-amino-N-(5-i ;'(2S.5R,6R)-5-amino-6 -fluorooxenan-2-vlM-methvl-1 H-t>vrazol-4-vn-2-{2-fluoro-6-

(tritliiorometh\Tiphenvr)thiazoie-4-carboxamide 

5-amino-N-C5-i f(2S.5R,6R)-5-amino-6 -methox voxepan-2-vl)-1 -methvl -1 H -pvrazol -4-vi )-2 -(2-fluoro-

6-(trifluoromethvl)pher!\T)thiazole-4-carboxamide 

5-ammo-N-(5-' f(2S.5R.6R)-5-amino-6 -methoxvoxepari-2-vl)-1 -methvl-1 H-pyrazol-4- vD-2-f 2-chloro-

6-fluoroDhenvDthiazole-4-carboxamide 

5-aniino-N-(5-' ;Y2S.5R.6R)-5-amino-6 '-methoxvoxepan-2-vlVl-methvl-lH-pwazol-4-vl)~2-{5-chloro-

2-fluorophenvl)thiazole-4-carboxamide 

5-airiino-N-(5-' f(2S.5R.6S')-5-amino-6 -fluorooxeoan-2-vlVl -methvl-1 H-pvrazol-4-vl)-2-f 1 -methvl-5-
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(lrifiuoromethvl)-lH-pvrazoI-4-vnthiazole-4-carboxamide 

N-f5-(f2S.5R.6R)-5-ammo-6-fluQrooxepan-2-vI)-l-methvi-lH-T)wazol-4-vl)-2-( l-methvl-5-

(trifluoromethvl')-lH-pvrazoI-4-vl)thiazole-4-carboxamide 

N-(5-((2S.5R.6SV5-amino-6-fluoroox.cpan-2-Yl)-l-metiivl-lH-pvrazol-4-vl)-2-(2-chloro-6-

fIuororihenv?)fhiazole-4-carboxamide 
N-(5-l'(2S.5R.6S)-5-amino-6-fluorooxepan-2-vi)-! -methvl-]H-pvrazol-4-vi)-2-i 3-ethoxy-2.6-

difluorophenvl)thiazole-4-carboxamide 
N-(5-(,(2S.SR.6St-5-ammo-6-fSuorooxepan-2-vl)-l-methvl-lH-pwazol-4-vIV2-{5-fluQro-l .3-

dimethvl-lH-pvrazol-4-yl)thiazole-4-carboxamide 

N~f5-rf2S.5R.6R)-5-amjnO"6-fluorooxepaa-2-Yl)"l-medivj-lH-pvrazoj-4-vi)-2-f,2-iluoro-4~ 

metho>:vphenvl)thiazo3e-4-carboxamide 
N-(5-ff2S.5R.6RV5-amino-6-fluorooxepan-2-vl'l-l-methvl-lH-pvrazol-4-vlV2-(2.6-dilluoro-4-

methox\^henvl jthiazole-4-carboxamide 
N-(5-ff2S.5R.6R)-5-amino-6-fluorooxepan-2-vl)-l-methvi-lH-pvrazol-4-vlV6-f2.6-difluoro-4-f2-

hvdroxvDropan-2-vl')p.henv!')-5-fiiioropicolinamide 

N-(5-((2S,5R.6R")-S-amino-6-fiuorooxepan-2-v1)-I-iTiethvl-lH-pvrazol-4-vl)-6-('2.6-dif1uoro-4-{l-

hYdroxvcvcSobuty])phenvl)-5-fliioropicolinamide 
5-amino-N-(5-(('2S.5R,6S)-5-amino-6-fluorooxepan-2-v1)-l-methYl-lH-pvrazoj-4-vI)-2-j5-chloro-2-

fluoroDhenvl)thiazole-4-carboxamide 
5-amino-N-( 5-( (2S.5R.6S )-5-amino-6-fluorooxepaii-2-vl)-1 -mefhvl-1 H-pvrazol-4-vi')-2-( 2-fiuoro-5-

methvlphenvnthiazoie-4-carboxamide 
N-(5-(f2S,5R.6S)-5-amino-6-fluorooxepan-2-vr)-l-methvl-1 H-DVTazol-4-vlV2-{"2-l]uoro-4-

methoxvDhenvl"ithiazole-4-carboxamide 
N-(5-ff2S.5R.6S)-5-amino-6-fluorooxepan-2-vI)-l-methvl-1 H-pvrazol-4-vl'l-2-(2.6-difluoro-4-fl-

hvdroxvethvnphenvDthiazole-4-carboxamide 

N-( 5-(,f2S.5R.6SV5-amino-6-f]uorooxepan-2-vl)-l-methvl-1 H-pvrazol-4-vl)-2-(2.6-diiIuoro-4-( 1-

hvdroxYcvclobiitvl)phenYl)thiazole-4-carboxamide 

N-(5-(f2S.5R.6S')-5-amino-6-iluorooxepan-2-vn-l-methvl-lH-p\Tazol-4-vri-2-f2.6-diflnoro-4-

methoxvphenvl)thiazol.e-4-carboxamide 

N-(5-(i'2S.5R.6S)-5-amino-6-fluorooxepari-2-vn-l-methvl-lH-pvrazo]-4-vn-2-('2.6-difluoro-4-f2-

hvdroxvoropan-2-vl)pheiiYl)thiazole-4-carboxamide 
N-(5-(f2S.5R.6S)-5-amino-6-fluorooxepan-2-vl)-l-methvl-1 H-pvrazol-4-vi)-2-(2-

;'difluoromethvl)phenvl)thiazole-4-carboxamide 
N-(5-(!2S.5R.6S)-5-amino-6-fliiorooxep3n-2-vl)-l-me!.hvi-rH-pvrazo!-4-vlV2-g?-bronio-2-

f[uoroDh.eiiYl)thiazole-4-carboxamide 

N-(5-(C2S.5R.6S)-5-ammo-6-fluorooxeiian-2-vl)-l-methYl-lH-p\Tazol-4~vl')-2-(3-fluoropvridm-4-
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vllthiazole-4-carboxamide 
N-f5-C(2$,5R,6S)-5-amino-6-fluorooxepa3i-2-vl)-l -methvl-1 H-pyrazol--4-vl)-2-j'2.5-

difiiiorophenvlKhiazole-4-carhoxamide 

N-f5-t,f2S.5R.6S)-5-amino-6-fluorooxepan-2-vl)-l-methvl-lH-pvrazoI"4-vl)-2-fr5-chloro-2-

fluorophenvl)thiazole-4-carboxamide 
N-(5-((2S.5R,6S)-5-amino-6-fluorooxepan-2-Yiyi-methvl-lH-pvrazol-4-yr)-2-(2.6-dif]uoro-3-

methylphenyl.)thiazole-4-carboxamide 

N-(,5-('C2S.5R,6S')-5-amino-6-fluorooxepan-2-vl)-l-methv3-1H-pvrazol-4-viy2-C2,6-difliioro-4-(fRyi-

hvdroxyethyl)phenvl)thiazole-4-carboxamide 
N-(5-((2S.5R.6Sy5-amino-6-fliiorooxepa?i-2-viyi-niethYl-lH-pvrazol-4-vl)-2~(2.6-di0uoro-4-((Syi-

hydroxvethyl)p.henyl)thiazole-4-carboxaroide 

N-(5-((2S.5R.6Sy5-amino-6-fluoroQxepan-2-vl)-l-methvl-lH-pvrazol-4-viy2-(2.3-

di jluorophenvl)thiazole-4-carboxamide 

"N-('5-(f2S.5R.6S)-5-aiiiino-6-f1uorooxepan-2-vl)-l -methvl-lH-pvTazol-4-vl)-2-('5-ethvl-2-

iIuorophenvl)thiazole-4-carboxamide 

2S.56R.6Sy5-amino-6-Huorooxepan-2-viyi-methvl-lH-pYi-azol-4-vl)-2-(3-chloro-2-

fluorophenviyhiazol-4-carboxamide 

N-i5-(i"2S..5R.6S'>-5-amino-6-fliiorooxepari-2-vD-l-methvl-lH-Dyrazol-4-vl)-2-(2-chloro-3-

fluorophenvl)thiazole-4-carboxamide 
N-j5-((2S.5R.6SKvamino-6-11uorooxepan~2-yr)-l-methvl-lH-p\Tazol-4-vl)-2-(5-cyclopropvl-2-

fluorophenvl)thiazole-4-carboxamide 
N-(5-((2S.5R.6S)-5-amirio-6-fluorooxepan-2-vj)-l-methvi-lH'-pvrazoj-4-vri-2-{"2-

(trifl u or om eth vl jph en vl Khiazole-4-carboxamide 

N-(5-{(2S.5R.6S)-5-amin.o-6-fluorooxepan-2-vl>-l-methyl-lH-pvrazol-4-Yl)-2-(2,6-difluoro-4-

N-(5-((2S,5R,6Sy5-amino-6-fluorooxepan-2-vl)-l-methvl-1 H-pyrazol-4-yi)-2-(4-chloro-2-

fluorophenyl)thiazole-4-carboxamide 

N-r5-(f2S.5R>6Sy5-anuno-6-fluorooxepan-2-viyi -methvl-lH-p-vrazol-4-'vi)-2-f6-

ftrii]uoromethvj')p\T.idin-2-v3'ithiazole-4-ca.rboxamide 

N-(5-((2S.5R.6Sy5-amino-6-fhiorooxepan-2-vl)-1 -methvl-1 H-pyrazol-4-vl)-2-(2-fluoro-6-

methy'iphenyl)thiazoie-4-carboxaraide 

N-{5-((2S.5R.6S)-5-amino-6-fluorooxepan-2-vl'i-l-methvl-lH-pvrazol-4-vl)-2-(2-fluoro-4-

methylpheiivl)thiazole-4-carboxamide 
5-amino-N-(5-t(2S.5R.6Sy5-amino-6-fluorooxepan-2-vl)-l -methvl-1H-pyra?,ol-4-vl i-2-(2-

fliiorophenvl)thiazole-4-carboxamide 

N-(5-j (2S.SR.6R)-5-amino-6-fluorooxepan-2-yiy 1 -methvl-1 H-pwazol-4-\i)-2-(2-



- 296m -

fluoroplienvlXhiazole-4-carboxamide 

N-(5-((2S.5R.6RV5-amiiio-6-fluorooxeDan~2-vi)-l-methyi-lH~pvrazoI-4-vl)-2-(2.6-

difluorophenvDthiazo1e-4-carboxamide 

5-amino-N-(5-(f2S.5R.6S)-5-amiiio-6-fluorooxer?an-2-vl')-l-metliYl-lH-pvi'azol-4-yl)-2-

phenvlthiazo3e-4-carboxamide 
N-(5-C('2S.5R.6S)-5-axnino-6-fluorooxepan-2-v1')-l-methyl-lH-pyrazol-4-yl>-2-(2.6-

difluorQphenvl)thiazole-4-carboxamide 

N-(5-((2S.5R.6SV5-amino-6-fluorooxepan-2-vl')-I-methvl-lH-pvrazoL-4-vl')-2-(2-

fluorophenvl)thiazole-4-carboxamide 

5-amirjo-N-(5-('f2S.5R.6S)-5-aiTimo-6-flnorooxeDan-2-vD-l -methyi-lH-pyi'azol-4-vD--2-(/2-

(trif1uoromethyl)plienvl)t:biazaIe-4-carboxam.jde 

5-amino-N-(5-(('2S.5R,6S)-5-aniiiio-6-fliiorooxepan-2-vl)-l-methvl-lH-pyrazol-4-yl)-2-(23-

difiuorophenyl)thiazole-4-carboxamide 

N-(5-f(2S.5R.6SV5-amino-6-fluorooxepan-2-Yl1-l-methvl-lH-T)vrazol-4-vlV2-(2.4-

difluorophenvl Hhiazole-4-carboxaniide 
N-f5-((2S.5R>6S)-5-amino-6-fluorooxemn-2-yl)-l-mefhvl-3.H-pwaza3-4-yl)-2-fpyridin-2-y])i-hiazo]e-

4-carboxamide 
N-(5-((2S.5R.6S)-5-amino-6-iIuorooxeDan-2-yl)-l-methv]-lH-pyrazo1-4-vl)-2-ohenylthiazole-4-

carboxamide 
5-amino-"N-( 5-((2S.5R.6SV5-aminQ-6-fluovooxepan-2-vl)-l-methvl-rH-Dvrazo1-4-vn-2-(2-chSoro-6-

fluorophenvflthiazole-4-carboxamide 
5-amino-N-(5-fi"2S.5R,6S)-5-amino-6-fluorooxe-pan-2-vI)-l-methv]-lH-pyrazol-4-vIV2-(2-chloro-6-

(trifiuoromefhyl)phenyl)thiazole-4-carboxamide 

5-amiiiQ-N-(5-((2S.5R.6S'>-5-ami.nQ-6-tluorooxepan-2-viVi-methvl-lH-p\Tazol-4-vlV2-('2-fluoro-6-

meihvlphenvl)thiazole-4-carboxamide 

5-ammo-1si-f5-((2S.5R.6SV5-amino-6-fluorooxepan-2-vlM-methyl-lH-pvrazol-4-yiy-2-(2-fiuoro-6-

(trifluoromethvl)phenv].)thiazole-4-carboxamide 
5-amino-N-(5-(/(2S.5R.6S)-5-amin.o-6-lIuorooxepaii-2-v]?-l-metbvl-lH-pvTazol-4-\T)-2-i2.3.6-

trifluoronhenvl)thiazoie-4-carboxamide 
5-amino-N-(5-(i"2S,5R.6S)-5-amino-6-fluorooxepan-2-yl)-l -methvl-1 H-pvrazol-4-vl)-2-(cycloi3ent-l-

en- 3 -yl )thiazole-4-carboxami de 
5-amjno-N-f5-(f2S,5R,6S)-5-amjno-6-fluorooxepan-2-v])-l-methyl-lH-pyrazoj-4-yl)-2-

cvclopentvlt3iiazole-4-carboxamide 
5-amino-N-(5-((2S.5R.6S)-5-amirio-6-riuorooxepan-2-yi)-1-metbyl-IH-pvrazol-4-yl)-2-("2-

(difluoromethvi)phenvl)thiazole-4-carboxamide 
5-amino-N-('5-((2S.5R.6S)-5-amino-6-f]uorooxepan-2-vl)-l -methvl-1 H-pyrazol-4-vl)-2-(3-fluoro-2-
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(trifliiorometlivDphenvDtliiazole^-carboxamide 

5-amino-N-(5-ff2S.5R.6SV5-amino-6~fhiorooxepan-2-vlVl.-methyl-lH-pyrazol-4-vlV2-f2-chloro-3-

fiuoropheiiyl)thiazole-4-carhoxamide 
5-amirio-N-(5-(('2S.5R>6S)-5-amino-6-fliiorooxepan-2-vl')-l-methyl-lH-pvrazol-4-yl)-2-(3-ciiloro-2-

fluorophenyl)thiazole-4-carboxamide 

N-f5-<,<,2S.5R.6S)-5-amino-6-fiuorooxepan-2-vn-l-methvl-lH-pvrazoi-4-yl')-2-f2.6-difluoro-4-(3-

methoxvoxetan-3-vr>pheiiy])thiazo3e-4-carboxamidc 
N-(5-{(2S.5R.6S)-5-amino-6-fluorooxepafl-2-yl)-l-methvI-lH-pyrazo]-4-vI')-2-f2.6-di; 

-3-v1)phenyI)thiazole-4-carboxamide 

-(C2R.4R.5S.6R)-4-amino-5-livdroxv-5.6-dimetlivltetrahvd.ro-2H-pyran-2-v])-j-methvl-iH-

N-f5-f f2S.4S.5R.6SV-4-amino-5-hvdroxv-5.6-dimethvltetrahvdro-2H-pvran-2-vl)-1 -methvl-1H -

pvrazol-4-vl)-2-(2.6-d iifhiorophenvl)thiazole-4-carhoxamide 

N-f 5-f (2R.4R.5 S.6RV 4-amino-5-hvdroxv-5,6-dimethvltetrahvdro-2H -pyran-2-vlV 1 -methvl-1H-

pvrazo! -4-vl V6-( 2.6-d LifluoroDhenyl)-5-fluoropicolinamide 

N-f5-ff2S.4S.5R.6SV-4-amino-5-hvdroxv-5.6-diniethvltetrahvdro-2H-•pvran-2-ylV 1 -methvl-1H-

pvrazol-4-vlV6-(2.6-c lifluorophenvlVS-fluoropicolinamide 

5-amiiio-N-f5-ff2R.4R.5S.6RV4-amino-5-hvdroxv-5,6-dimethyltetrahvdro-2B-pvran-2-vlVl-methyl-

3H-pvra7:oi-4-vD-2-f2.6-difluorophenyl)thiazole-4-carboxaroide 
5-amir)o-"N-(5-((2S,4S,5R,6S)-4-amino-5-hvdroxv-5.6-dimethvltelrahvdro-2H-pvran-2--' 

lH--pvTa.zol-4-yl)-2-(2.6-difluorophenyl)thiazole-

,5R.6SV5-amino-6-niethoxyoxepaii-2-vl)-l-methvl-lH-p\Tazo)-4-vlV2-f 2.6-

iazole-4-carboxamide: and 

N-f5^f2S.5R.6SV5-amino-6-methoxvoxepan-2-ylVl-methyl-lH-pyrazoI-4-vlV2-f3-meth.vrpvridin-

vl )thiazo1 e-4-carboxamide. 

or a pharmaceuticallv acceptable salt thereof. 

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

N-(S-(C2S.5R.6S')-5-amiiio-6-lluorooxepan-2-v])-l-methvl-lH-p\Tazol-4-\ii-2-(3-chIoro-5-

fluoropvi-idin-4-vl)thiazole-4-carboxamide 

N-f5-ff2S.5 R.6RV5-amino-6-hvdro> [voxepan-2-vl)--3-methvl-1. H-pvrazol-4-vl)-2-(2.6-

difluoronhe nvl)thiazole-4-carboxam ide 

N-f5-0'2R..5 • S. 6 S V5 -amino-6-h vdrox .voxepan-2-viV •1-methvl-1! H-pvrazol-* VvlV2-(2.6-

difjuorophe 

N-( 5-f (2S.5 

nvDthi azol e-4-carhoxara 

R.6SV5-amino-6-hvdrox 

ide 

.voxepan-2-vD-1-methvl-1! H-pvrazol--VvlV2-f2.6-

difluorophenvl Hhiazole-4-carhoxamide 
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N-(5-(rf2R.5S,6R)-5-amino-6-hvdroxvoxepan-2-v1Vl-methvl-lH-pvrazol-4-vl>)-2-(2.6-

difluorophenvnthia.2oie-4-carbQxa.mide 

N-('5-f('2S,5R..6S)-5-amino-6-tIuorooxeDan-2-v1Vl -methvl-1 H-pvrazoI-4-vl)-2-(4-

(dimethvlcarbamoviy2,6-difluoropherivDthiazole-4-carboxamide 

NW5-fr2S.5R.6S)-5-amino-6-methoxvoxepaK-2-vl)-l-melhvl-lH-p\Tazoj-4-vi?-2-(2.6-difluoro-4-

methylphenvl)thiazole-4-carboxamide 

N~(5-(('2S.5R.6SV5-amino-6-fliiorooxepan-2-vl'i".I-methvl-lH-pyrazol-4-vlV2-(2-fluoro-5-

methoxypli.envl")thiazoie-4-carboxamide 

N-(5-(f2S,5Rh6S)-5'amirio-6-fluorooxepan-2-v1Vl -methvi-lH-pvrazol-4-vl)-2-(3-

ii]eiho.xvphenv3)lhiazole-4-carboxamide 

N-f5-('(2S,5R.6S)-5-amino-6-fluorooxepan-2-v1)-l -methvl-rH-Dvrazol-4-vlt-2-(4-cvclopropvl-2.6-

diiluorophenvT)thiazole-4-carboxamide 

N-(5-((2S.5R.6S)-5-amino-6-i]uorooxepan-2-vl)-.1 -methvl-lH-pyrazol-4-vl)-6-(4-chloro-2-

11 u o r ophen vi V 5 -11 uoropi colinamide 

N-[5-ff2S.5R.6S)-5-amino-6-fluoro-oxeDan-2-vl]-3-methvi-pvTa2ol-4-vll-2-(2.6-diiluoro-3-

merhvjsulfonyl-phenvlithiazole-4-carboxamide 

N-r5-r(2S.5R,6S}-5-amino-6-lluoro-oxepan-2-vl]-l-methvl-pyrazol-4-vll-2-(2-f1uoro-3-methyl-

Dhenvl)thiazole-4-carboxamide 
N-(5-((2S.5R.6Si-5-amino-6-ftuorooxepan-2-yl)-l -methvl-1 H-pvrazol-4-vl)-2-('2-fluoro-3-

methoxyphenvl)thiazole-4-carboxamide 

N-(5-(Y2S.5R.6SV5-amino-6-fluorooxepan-2-y1.)-l-methvl-.lH-pwazol-4-vl)-2-f3-cvclopropyl-2.6-

difluorophenyl)thiazole-4-carboxamide 

N-{,5-((2S.5R.6S)-5-ann'no-6-fliiorooxepan-2-vl)-l-methvl-1 H-pwazol-4-vlV2-r2.4.6-

trifluoropheiivI)thiazole-4-carboxamide 
N-C5-((2S.5R.6S)-5-amino-6-fluorooxepan-2-vn-l-methvi-lH-pvTazol-4-vl)-2-(2,3-dilluoro-4-(YSVl-

hydroxyethvl )phen\i)thiazole-4-cavboxaniide 

N-(5-((2S.5R.6Sy5-amino-6-fluorooxepan-2-vi)-l-methvl-lH-pvrazol-4-yiy2-f2.3-dif]uoro-4-(VRyi-

hvdroxveihvr)phenvlKhlazole-4-carhoxamide 
N-(5-r(2S.5R.6S)-5-amino-6-fluorooxepan-2-vl)-l-methvl-1 H-pvrazol-4-vl)-2-('2.6-diiluoro-4-

isobut\TViphenvr)thiazole-4-carboxamide 

N-(5-(i2S,5R.6S)-5-amino-6-methoxyoxepan-2-vl)-l-methvi-lH-pvrazol-4-vr)-2-(2.6-dlfluoro-3-

methoxvphenyl)thiazole-4-carboxamide 

N-r5-r(,2S.5R.6Si-5-amino-6-fluoro-oxepan-2-yl]-l-methvI-pvrazoI-4-vn-2-(2-fIuoro-6-ineihvI-

phenvij-5-methvl-thiazole-4-carboxamide 

N-r5-rf2S.SR.6S)-5-amino-6-iluoro-oxepan-2-vl]-I.-methvl-pvrazol-4-vri-2-(2.6-difluorophenvl)-5-

methyl-thiazole-4-carboxami de 
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N-(5-ff2S.5R.6S)-5-amino-6-fluorooxepaii-2-vl)-l-methvl-lH-pvrazol-4-vl)-2-('2.6-difiuoro-4-(("S)-

tetrahvdrofuran-2-vr)plieiivl)thiazole-4-carboxamide 
N-f5~f(2S3R.6S)-5-amino-6-f]i]orooxepan-2-yin-mel1wl-lB~pvrazoj-4-yiy2-f4.5-dimethvl-lH-

Pvrazol-3-yDthia2ole-4-carboxaniide 
N-(5-e("2S.5R.6S)-5-aminQ-6-fluorooxepaii-2-yl)-l-methv]-lH-pvrazo]-4-vn-2-r6.6-dimethyl-4.5.6-,7-

tefrahvdro-lH-indazoI-3-vI)thiazole-4-carboxamide 
N-(S-f('2S.5R.6S)-5-amiiio-6-fiuorooxepan-2-ylVl-methyl-lH-pyrazol-4-vl)-2-(4.5.6,7-tetrahydro-

lH-indazol-3-yl)thiazole-4-carboxamide 
N-r5-f("2S.5R.6S)-5-amino-6-iIiiorooxepap-2-vl)-l-methvl-1 H-pvi'azol-4-yl)-6-(4-chloro-2.6-

difluorophenvD-S-fluoropicolinamide 
N-t5-r(2S.5R.6S)-5-amino-6-fiiioro-oxepan-2-v1]-l-methvl-i.-)VTazol-4-vll-2-[3-{'dimethylcarbamQvri-

2.6-difluoro-phenvllthiazole-4-carboxamide 
N-r5-f(2S.5R.6S)-5-amino-6-fluoro-oxepan-2-yl1-l-methvl-pwazol-4-vll-2-r3-rd3fIuoromethvlV2,6-

difluoro-phenvl.]thiazole-4-carboxamide 

N-r5-|"f2S.5R.6S')-5-ammo-6-fluQro-oxepan-2-vil-l-methv]-uvTazol-4-vl1-2-r3-idifluoromethvl i-2-

fliioro-6-methoxy-pbenvIlthiazole-4-carboxamide 

N-r5-rf2S.5R<6SV5-amino-6-fluoro-oxepan-2-v11-l-methvI-pvrazo1-4-vll-2-f lH-pyrazol-3-

vl)thiazole-4-carboxamide 
N-(5-((2S.5R.6S)-5-amino-6-fluorooxepan-2-yl)-l-methvl-1H-pvTazol-4-vl)-2-(2.6-difluoro-4-(YRV 

tetrahvdrofiiraii-2-vl)phenvl')thiazole-4-carboxamide 
N-f5-((2S.5R.6S)-5-amiiio-6-fliiorooxepaii-2-yl)-l-methyl-lH-pyrazol-4-vl)-2-(li~i-indazol-3-

vl)thiazole-4-carboxamide 

N-[5-r('2S.5R.6S)-5-amino-6-fluoro-oxepan-2-y]1-l-methvl-pvrazo1-4-vlV2-f2-iliioro-6-

rhvdroxvmethyl)phenvllthiazole-4-carboxamide 

N-r5-f(2S.5R.6S)-5-amino-6-fluoro-oxepan-2-vl1-l-methvl-pvi-azol-4-yl"l-2-(3-pvridvl)thiazole-4-

carboxamide 

N-r5-r(2S.5R.6S)-5-amino-6-fluoro-oxepan-2-yl]-l-methv1-pvrazol-4-vl1-2-f2-isopropoxy-3-

PVridvhthiazole-4-carboxamide 
N-f5-r(2S.5R.6S)-5-amino-6-iIuoro-oxepan-2-yl1-l-metliyl-Dyrazol-4-vll-2-[6-{dimethvlamino)-3-

pvridvllthiazole-4-carboxamide 
2-f6-acetamido-3-pyridvl)-N-r5-r(2S.5R,6S)-5-amino-6-fluoro-oxepan.-2-yl]-l-methvl-pyrazol-4-

yPthiazofe-4-carboxamide 
N-(5-(f2S.5R.6S)-5-amiiio-6-fli]orooxepan-2--vI)-l -medivl-3H-pvrazol-4-vl)-2-(5-fiuoro-l-methvl-2-

oxo-j„2-diliydropyridin-4-vl)thiazole-4-carboxamide 

N-{ 3-((2S.5R.6S')-5-amiiio-6-fluorooxepan-2-vl)-l-methvl-lH-xyvrazol-4-v'i'}-2-( lH-pvrazol-1-

yl'Hhiazole-4-carboxamide 
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N-(5-rf2S.5R.6S)-5-amino-6-fIuorooxepan-2-vl)-l-methvl-lH-T>vrazol-4-vl)-2-(4.5.6.7-tetrahvdro-

IH-indazof-1 -vi lthiazole-4-carboxamide 

N-f5-C(2S.5R.6S)-5-amir!0-6-fliiorooxepan-2-v])-l -methvl-1 H-pyrazc )l-4-vlV2-f4.5.( >.7-tetrahvdro-

2H-indazol-2-vlithiazole-4-carboxamide 

N-f5-ff2S,5R.6SV5-amino-6-fluorooxeoa.n-2-vl)-l-methvl-lH-DVTazc >]-4-ylV2-f5,7-( iifluoro-2,3-

dihvdrobenzofi.iran-6-v] )thiazole-4-carboxamide 

N-(5-((2SJR.6SV5-ami.no-6-fiuorooxepan-2-vn-l-methvl-1 H-pyrazc )l-4-vl)-6-f2.6-c Muoro-4-

medivlphenvlt-5-fiaoroDicolmamide 

N^'5-(T2S.5R,6S h5-amino-6-fIuorooxepan-2-vi ')-1 -methvl-1 H-pvrazt >i-4-vI )-2-( 2-fli ioro-4-('3-

methvloxetan-3-vr)Dherivl)thiazoie-4-carboxamide 

N-f'5-('(2S.5R,6S)-5-a.mino-6-fluorooxeDan-2-v])-3 -methvl-lH-pvrazc )i-4-vn-2-f4-n. .1-difhioroethv 

2.6-difluoroDhenvDthiazole-4-carboxamide 

N-(5-!('2S.5R.6SV5-amino-6-fiuorooxeDan-2-v]}-l-methvl-lH-DVTaz( >l-4-vl)-2-ClH-i ndazol-1-

vllthiazole-4-carboxanride 

N-(5-(f2S JR.fiS's-5-amino-6-fiuorooxepan-2-vI)-l -methvl-lH-pvrazc •>l-4-vl)-2-f2H-indazol-2-

vl)thiazole-4-carboxamide 

N-[5-ff2$,5R,68)-5-ami.no-6-fiiioro-oxer?an-2-y]]-l.-methyl-DvrazoM -vl]-6-f2.6-difl iiorophenvl)-5' 

fluoro-pvridine-2-carboxa.mi de 

N-[5-r{2S.5R,f>SV5-amino-6-fluoro-oxepar)-2-vl]-l-methvl-pvrazoM -vil-2-(3-metlr vl-2-

Dvridvl'ithiazole-4-carboxcunide 

N-S'5-r!'2S.5R.6S't-5-amino-6-riiioro-oxer'an-2-vll-l-methv]-D\Tazol-i-vl]-2-f 1.5-nat hthvridin-3-

vDthiazole-4-carboxamide 

N-r5-rf2S.5R.6S'i-5-amino-6-fliioro-oxeDan-2-v]]-l-rnethvi-DVTazo!-4-vn-2-i'5-fiiiorl D-lH-indol -4-

vl)thiazole-4-carboxamide 

N-[5-F(2S.5R.6S)-5-amino-6-fluoro-oxepan-2-vl]-l-methvl-pvi"azol-':; l-vll-2-(3~ 

benzYloxvDhetivlnbiazole-4-carboxamide 

N-[5-[{2S.5R.6SV5-amino-6-£luoro-oxepan-2-vll-l-methvi-pwazol-i; l-vS]:-2-(l-meth vl.indazol-4-

vlitliiazole-4-carboxamide 

N-r5-[C2S.5R.6S)-5-amino-6-fliioro-oxepan-2-vl]-l-methvl-pyrazol-^ l-vll-2-fj-nieth vlindazol-7-

vl lthiaz.ole-4-carboxamide 

N-r5-ff2S.5R,6S)-5-ammo-6-fliioro-oxepan-2-vll-l-metlivl-pwazo]-4-vll-2-(lH-indazol-6-

vlHhiazole-4-carboxamide 

N-[5-l'{2S.5R.(SSV5-amino-6-iluorQ-oxepan-2-vi1-l-mcthvl-p\Tazol-4-vl]-2-f l.H-iridazQl-7-

vi)thiazole-4-carboxainide 
N-i"5-{Y2S.5R.16Sl-5-amino-6-fluoro-oxepan-2-yI]-l-inethvl-pvrazol-4-yri-2-(lH-indazol-4-

y])thiazole-4-carboxamide 
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N-(5-(T3S.4R.5R")-5-amino-4-methoxv-3-methvlazepan-l-vl)-l-metlivi-lH-pvrazQl-4-vlV2-(2.6-

difluoroplienvDth.iazole-4--carhoxam.ide 

N-i5-(r3R.4S.5S')-5-amino-4-methoxY-3-methvIazet>an-l-yl)-l-methyl-lH-pvi-azol-4-vI)-2-(2,6-

difluorophenvDthiazoie-4-carboxamide 

N-f5-((3R.4R.5R)-5-amino-4-me(hoxy-3-metiiylazeDan-l-ylVl-methvl-lH-Dvrazol-4-vl)-2-f2,6-

difluorophenvl )thiazole-4-carboxamide; and 

N-{5-((3S.4S.5S)-5-amino-4-metlioxv-3-methvia2epan-l-yl)-l-meLhyl-lH-pvrazol-4-vl)-2-{2,6-

difluorophenvnthiazole-4-carboxamide 

or a pharmaceuticaliv acceptable salt thereof. 

3018. A pharmaceutical composition comprised of a compound of any one ef-claims 1 to 19 

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

2419. The pharmaceutical composition according to claim 2018., further comprising a 

chemotherapeutic agent. 

2320. The phannaceutical composition of claim 30-18 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. 

23. A method-ef treating a disease or disorder which method compnc/cc, administering a 

thegapeutically effective amount of a pharmaceutical eemposition of claim 20 to a patient with a 

€feea-s-e-er disorder selected from cancer, immune disorders,-eai^ek»ve-&eiri-aF-diaease, viral-hifaeti-eftr 

inflammation. met.abolism/en4ecrme function disorders and neurological disorders, and mediated-by 

Pim-km-ase? 
34r-The-fftefeod of claim 23 wherein the diseace-ef-disegder is cancer ncloctc4-from multiple 

royekfflui; breast, ovary, cervix, prostate, testis, genitourinary tract, esophagus, larynx, glioblastoma, 

neuroblastoma;-s4emacli. skin, keratoaeanthoma, lung,-epidermoid carcinoma, large cell carcinoma, 

aea-satoll cell lung carcinoma (NSCLC), small cell carcinoma, lung 
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adenocarcinoma, bone, colon, adenoma, pancreas, adenocarcinoma, thyroid, follicular carcinoma, 

undifferentiated carcinoma, papillary carcinoma, seminoma, melanoma, sarcoma, bladder carcinoma, 

•liver carcinoma and biliary passages,-kidney carcinoma, pancreatic,-myeloid disorders, lymphoma,-

hairy cells, buccal cavity, naso pharyngeal, pharynx, lip, tongue, mouth, small intestine, ee-len-

roctum, large irrtestine-.-fec-tuirb-bram and centra-1-ncrvous system^Hedg-kin's, leukemia, bronchus, 

thyroid,-liver and intrahepatic-bile duct, hepatocellular, gastric, glioma/glioblastoma, endometrial, 

melanoma, kidney and renal pelvis, urinary bladder, uterine corpus, uterine cervix, acute 

ffiyetegeeeus-4ettk-emia, chronic myeHogenou^eukemia.4ymph&ey-ft^-^^kerm-aT^^^id-4^ttkeiHia; 

oral cavity and pharynx, non Hodgidn. lymphoma, melanoma, and villous colon adenoma? 

25. The method of claim 21 further comprising administering an additional therapeutic agent 

selected from a chemotherapeutic agent, an anti inflammatory agent, an immunomodulatory agent, a 

ncurot-r-opic factor, •an-agent-fer treating cardiovascular di-sease, an agent for treatiBg-liver-di-sease^-an 

anti viral agent-,--aB-ageat-feMfeating blood-disorderGrftfnageftf^er treating-dkbeteSr-a-Rd. an agent-fef 

tfeatiBg-Hnmnnedeflcie-i^cy dis-ordcrs.-

26. 'Us-e-ofcempeufid-of any-one-ef-claims 1 to 1-94H the laanufaeture of-a-g&edie-a-ment -for 

the treatment of cancer, immune d-i-serder-s-r-eardiovascular disease, viral in-fec tior- inf 1 anrnia ti on-.-

metabolism/endocrine- funotkm disorders and-ne^relogical-disordersj wherein the medicament 

mediates Pim-kinase-. 

27. A-kit for-t-reatmg-a-€ondi^on mediated by Pira-kinase, feemprisia-g-: 

a-) a pharmaceutical composition of claim 20; and 

b) iBS-lruciieB-s fof-use. 

28 .• Gompoi-ind aceer-ding te-aiiy one-of claims 1 to-19 for use in the-freatraent of cancer? 

immu-ne-diserders/cardiovas-eular dis«tse,-vmil infection.-ii^amrriavkjn. metabolism/endoea-ae 

function disorders and neurological disorders, and mediated by Pim kinase. 

29. Compound according to claims 1 to 19 for the use in the treatment of cancer-selected 

fefli multiple myeloma,-breast, ovary, cervix, prostate,-testis, genitourinary tract, esophagus, larynx, 

glioMastomarneureblastoroa, stomach, sk-in-, keratoacanthoma, lung, epidermoid carcinoma, large cell 

carcinoma, non small cell lung carcinoma (NSCLC), amati cell carcinoma, lung adenocarcinoma^-

bone, colon, adenoma, pancreas, adenocarcinoma, thyroid, follicular carcinoma, undifferentiated 

care-iaoma-papillaiy-carcine-ma, seminoma, melanoma, sa-pjoma—bladder carcinem-aT-iwey carcinom-a 

and biliary passages, kidney carcinoma, pancreatic, myeloid disorders, lymphoma, hairy cells, buccal 

cavity,-iiaso pharyngeal, pharynx, lip, tongue, 
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met*#*-?-small intestine, colon-rectum, large intestine, rectum-,--bpai-R-eftd-een tra I nervous system, 

Hodg-kur s, leukemia,••bronch-itsy thyroid, liver-tm-d-intrahepatic bile-duct.-jaepQteoelluiar, ga&trie; 

glioma/glioblastoma, endometrial, melanoma, kidney and renal pelvic, urinary bladder, uterine 

eofpn-s-, uterine cervix, acute mye 1 ogett-eus -1 cukemia, chronic-myelogenous leukemia, lymphocytic 

leukemic-myeloid leukermaTeral cavity andr pharynx-,••non-llodgkin lymphoma? melanoma, and 

villous colon adenoma. 

21. The compound of claim 16, wherein said compound is N-(5-(Y2S.5R,6S)-5-amino-6-

fluorooxepan-2-vl)-l-methvi-lH-pvrazol-4-vl)-2-(2.6-difluorophenvl)thiazole-4-carboxamide, or a 

pharmaceuticallv acceptable salt thereof. 

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

diluent or excipient. 

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

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

NH2 

F 

agent. 


