36) and in in liver pathophysiology, including fibrogenesis associated with chronic hiver
diseases (Lotersztaju, S. et al. Gastroenterol Clin Biol 2007, 31(3), 255-8; Mallat, A. et al.
Expert Opin Ther Targets 2007, 11(3), 403-9; Lotersztain, S. et al. Br J Pharmacol 2008,
153(2), 286-9).

The compounds of the disclosuretsvention bind to and modulate the CB2 receptor and have
lower CBI receptor activity.

In a first aspect, there is provided a compound of formula (I)

o
= W | =
\\T NW o M,—w 3
L
, 2 B
' {

whersin

B ————

R' & cycloaloyl, cysloalicvialicony, hatvelizony, alkoxyaliox xy, nadoaliryipteny],

phenylalicyl, helophenylalicyl, prenvibydroxyalicyl, phesviorvalivl,
phenylaliory, halophemyloxy, piperidinyisulfony!, reushydropyrany ﬂ,“ S
alkmzyﬁmﬁiwh tetrahydropyranylalicyl, wiahydrapyranyiallcery,
femmahydrotiopyranyl 1, I-Gioxids, 1,1-gioxo-] 1,2} friazinan4-yl, piperidin.2-

onyl, wwshydrofuranylalioxy, pyridinylalicony, slkyioxsmnylaliory,
hydroxyihsioaltyiony, halopbenyltydrozyalioyl, allcylsulfonyl, alicyisulfany] or
{hatohatoalkyphenyl;

ﬂﬂﬂﬂﬂ R is hydrogen, hatugen, alkyl, aloalkyl, nydroxyalkyl, cycloaticyl,

""""""""""""" hydroxyeycioaliyl, alkory, hﬂmﬂﬁ%&w, ﬂ:ﬂ:ﬁmm hg;iaﬂ&rvimm
tetrahydropyranyl, T-pyrazobyl, pyoobdiny!, alrvipyrrofidingt,
halopyrolidingl, oxopymokidiny, haloazetiding, hydr ascwazetidiny], 1,1-

w&i&mdmﬁ«mﬁm&mﬁzﬁmm erabvirofuranyl, cycloallyiaming,

Wm»:ﬁmxymhxmy alkyteuifonyl, oxetanyl, f-oxe-l-aze-spiva3_3Thepryl, 3,3-

" difiuoro-2-oxo-azetidinyl, oxo-nzetidiny] o oxo-pyerolidingt

or B and R* wpether with fhe ring to which they ars ansched form
mahqumsmm or aiyiseahydroguintiinyd;

one of i’»’i ad B* i hydrogen and the other ong is ~(C B CRR R,

Vi

ar R“ and B togetier with the nirogen stom 0 which they are agtacher form
‘piperiginyl, 1 1~mmmdﬁzmtm§tm 2B-thiopyranyl, thiomoepholioyl, 2-oza-6-
aze-spirol 3.3 neptyl or -hydresyelzvipyrrolidinyl:

R and RS me independenthy selected from hydregen, alkoyl, halaalry!, cycloalcyl, .
eycloalkylatioyl, vhenyl, prridazinyl, halophenyl, pyririding,
atizyisulfanyialicy] and alivisulfonvialkyl; |




S5a

ar B and B® wgether with the carbon atom to which they are attached form
cyclpalizyl, terrahydropyrany! or oxetanyl;

R and B are independentiy selecred from bydrogen, aii vi and cycioalkyl,

2% i is shicyl, bydrox v, cyano, carboxyl, elknryestbonyl, alioyvii 1,2 4ioxadiazalyl,

oxazolyl, thiazolyl, {13 4joxadiazolyl, cveloaleyl, phenyl, pynidinyl,
wirabydropyranyl, alkyl] 1.2 4jthiadiszoivl, [ 1,24 thiadiazolyl,
alkcviaminocarbonyl, alkyltetrabydropyranyl, aliviisoxazolyl, aminocarbonyl,
morpholinyl, dibydro-oxazolyl, [1,2 4joxadiazolyl, hydroxveycloalioyl,
alkoxycarbonyleycloalkyl, alikoxyalkery, hydroxyalkyicycloalkyl,
alkorypyridiny!, piperidiny!, hydroxypiperidiny!, hydroxyalkyipiperidinyl,
isonazolyl, azstidine-carbonyl, alkoryaliryiaminocarbonyl, cycloalicyl-
alkvtaminocarbonyl, baloezetidinyicarbenyl, alkvioxopyrrolidiny, 1,1-dioxe-
teiraliydro-1AS-thiophenyl, 1, I-dioxce-tetrabivdro- Lab-thiophenyiamine,
amino 1.2 4joradiszolyl, 4-alkyl-5-oxo-4.5-dihydro-[ 1,2 4Joxadiszolyl, nitro-
benzo{1.2, Stoxadiazolyl, aliylsulfonyl, alloyl] 1.2, 4)hiazolyl,
hydroxvalkylaminocarbonyl, oxotegrahydrofuranyl,

{eycioalicyialicyl)(alkox yoarbonyljaming, Z-oxo-[ 1,3 joxazinanyl, haloalky! or
bvdronypyrrolidittylaminocarbonyl;

mis Oorl;and

nis 0,Vor2;

or a pharmaceuntically acceptable salt or ester thereof;

wherein said compound is selected from the group consisting of:

Miethyl Z-methy-2-(S-methyt-6-2,2.2 -rifiuorosthor vpicolinamidoypropancats;

216 Civvkahsm =pyridine-2-carbonyl- pmine}-2~meth vi-propionis scid methy

b sl

2~ {[6-Cyclopropvimathor y- S-( terabydro-pyran-4-yl-pyridine-2 -carpony! l-aming |-
2-methyl-propionic acid methy! ester;

&-Cyclopropylmethorn y- 5-{tetrabydre-pyran-4-yi}-pyridine-Z-carpoxylic acid [1-
methyl-1-{S-methyl-[ 1,2 4joxadiazol-3-yi-ethyl]-amide;



5b

2-{[&-Cyclopropylmethox y-5-(LH-pyrazal-3-yl )-pwmm&-ﬁ-uamcsnvi} BIINO - 2-
methyl-propionic acid methy! ester;

6-Cyelopropylmethox y-5-pyrrolidin- 1 -yi-pyridine- 2-carbox yhic acid ((Sr-1-
bvdrox ymethyl-3-methyl-buryl}-amide;

(6-C yelopropyimethory-S-pyrrohdin- 1 -vi-pynidie-2-y1)-(1, 1 -droxidotetrab yaro- 25
triopyran-4-yi-methanone,

{6-Cyelopropyimethorv-5-pyrrolidin- 1-yl-pyridin-2-vi)-thiomeorpholin-4-yi-
meizanone;

&-Cyciohexyl-pyridine-2-carborviic acid piperidis- I -ylamide,;

[ 5-Wisthyl-G-(piperidine- | -sulfonyl-pyridin-2 yi]-piperidin- 1 -yl-methanone;
I-{{&-Cytiopropyimethory-S-pyrrolidin-t-yi-pyridine - 2-carbonyl}-amino)-2-methyi-
propionic acd methy! ester;

{e-Cyclopropyimethony-S-pyrrotidin-1-yb-pyridin-2-y1}-(2-ona-b-aza-
spiro{3 3 aept-6-yI-methanons, ‘

&-Cyclopropyimethory-5-(2-metbyb-pymobidin- -y -pyridine-2 -carpos vhic acid
({81 ~carbamovl-3-raethyi-buryl-amade;

6-Cyelopropyimsthon y-S-pyrrotidin- [ -yb-pyridine-2-carboxylic acid [1 tny -5~
mrethryi-l 1,2 4)oxadiazol-3-yl eyl -amige:

65-Cyclopropvimsthozn y-5-(tetrab vdro-pyran-4-vi pyridine-2-carbon yhic acid (1-
meethyi-1 -hiszol-2 ~yhethyl-amide,

&-Cyelopropyimethon y- S-pyrrolidin: | -yi-pyridine-2-carboryiic acid (1.1-dimethyl-
3-morpholin-4-vi-propyl)-amide;

&-Cvelopropyimethony-S-methyl-pyndine-2-carborylic acid (3 -metdy-1-
metiryicarbamovi-otiryl-amide;

A

&-(Tetrahrydre-pyran-4-yl-pyridime-Z-carboryiic acid piperidin-1-yiamide;
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(5-Cyclopentyl-6-cyclopropyimethos y-pyridin-2 -y (1, 1 -dioxidotetrah vdro- 2H-
thiopyran-4-yl-methanons,

3-Cyelopentyi-G-cyclopropyimethox y-pymidine- 2 -carboxylic acid (1-methyl-1-
methylcarbamoyl-ethyl-amide;

S-Cyclopropyl-Govelapropyimethor y-pyridine - 2 ~carborylic acid piperidin- -
ylarmide;

-~

5-Cyclopropyl-6-cyclopropylmethox y-pyridine-2-carboryiic acid (1 -methyl-1-
methyicarbamoyi-sthyl)-amids;

-
"

E-Cyciopropyl-G-cyclopropylmethon y-pyridine-Z-carboryiic acid { I-methyl-1-
thiazol-Z-yl-ethvl}-amide;

S-Cyclopropyi-6-cyciopropyimetios y-pyridine-2 -carborylic acid [ 1-methyl-1-(5-
methyi-[1,2 tfr}ahmxmhyyf -ty -amide;

6-Cyclopropylmethory- S-methyl-pyridine-2-carbox yiic acid piperidin- I-yiamide;

S-Cyelopentyl-G-cyciopropyimethon y-pyridine- 2-carbonviic acid §(8»-2-
cyeloprapyl-1-(S-methy-[ L2 dloradiazol -3yl j-athyl l-amide;

S5-Cyclopentyl-S-cyclopropyimethox y-pyridine- 2-carboxyic acid [1-methyl-1-(
methyl-f 1.2 djozadinzol-3-yi-eth vl -amide,

5-Cyclopentyi-G-cyclopropyimethany-pyridine- 2-carborviic actd {L-methyi-1-
thizzol-2-vi-ethvl}-amide;

= VERepTopYL mf:&'zm:y.,»zmmy ~pTidine-2 -{af*mxww acid HS i {fﬁi{}?zﬁpay}{é .

(G~methyi-[ 1,2 41oxadizzol-3-ylathyvil-amide;

X

t-Cyclopropyimethor v-5-{tetrab ydro-pyran-4-yi -pyridine-2-carboryiic acid {(5)-

k]

eyctopropyl- L-thizzol-2-yi-sthyl )-amide;

e~Cyclopropyimethony-5-(2-oxo-pyrrolidis- 1 -yh-pyridine-Z-carboxylic acid (1-
methyl-l-oxazol-2-yvi-ethvi}-amide;
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6-Cyclopropyimethoxy-5-methyl-pyridine-2-carboryiic acid (1-methyl-1-thiazol-2-

- kY

yi-othyl-amige;

& Cyclopropyimethoxy-S-pyrrolidin- L -yi-pyridine -2 -carboxyiic acid [1-(4,5-
dibvdro-oxazob-2- v -methyleathyll-amide;
&-Cyclopropyimethor y- S-methyi-pyridine-2-carborviic acid (8-3-methvi-1-
thiazol-2-yi-butyl-amide;

o-Cychopropyimethox y-5-methyl-pyridine- 2-carboz ylic acid ((S)-2-cvciopropyl-1-
thia @2 ~Z-yiemtiryl-amde:;

6-Cyclopropyimethory-pyridine-2-carboxyiic acid piperidin-1-yiamide,

6-Cyclopropyimethony-5-(3 3-diftnoro-azetidin- 1 -yl -pyridine-2-carbonyliic axid (i-

metiryl-1l-thigzol-2-yi-ethyl -ammide;

5-C ‘-&mamvyi«E—mamumpyimeﬂm}:y«pjmiﬂimu}mbwc ylic moid (1 -methyli-
adtazol-Seyl-ethyl-amide

Eamn]
feed
R

g 2
t....,.A

!

ot

S yclanrmywﬁ«"vciz}pr@tsyimﬂmm} ~pryricdins-2-carbox viie acid (I-stvi-1-

meth yicarbemoyi-propyl amider;

ol

&-Cyclopropyimethoxy-5-{3-hydrox y-azedin- I-yipyridine- 2-carborviic acid (1-

3

metoyh l-azol-2-yi-ethyl l-amide;

e~{Cyclopropyimethory-5-(1,1 -dionido- L2 -sotiazolidin-2-yE-MN-T2-0 13 -thiazo)
ylpropan-2-yi | pyriding-2-carboxamide;

t-Cvoiopropyimethor y-5-(3.3- diﬁum&—py*m gin- 1~y pyridine -2 ~carbon vl anid

7
i
AN

t-sthryi-1 -methyicarbamovi-propyl -amide;

{o-Cyeiopropyimethony-5-(3 2-difluore-pyrrolidin- T« vDepyridin-2 - yii-{ 1

Loy

dioyidotstrahydro- 2H-thigpyran-d-yi -methanone:
Y vy i e,

r-}

-

e
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&-Cyclopropyimethox y-5-(3,3-difluoro-pymrolidin- 1 -y1}-pyridine- 2 -carboxyiic acid
{}-methyl-1-methylcarbamoyl-eth yi-amide

‘x»wh}ammmvclmp*mvim thoxy-pyridine-2-carboxvlic acid (I~-methvi-1-

P

1.2 4toxadizzol-3-yi-athyD-ammide;
§-Cyclohexyl-pyridine-2-carborylic asid (2-hydroxy-cyclobexyli-amide;

&-Cyclopropyimethox y-5-(tatrabvdro-pyran-4y1y-pyridine-2 ~carbon viic avid {1-
eyl -1 -metrvicarbamoyl -propyl --amide;

E-Cyclopropybmethor v-5-(3, 3-diflsoro-azetdin- L -vD-pyridine-2-carboxylic acid (1-
ethyyi-1 -methvicarbamoyl-propyi axide;

E-Cyrclopropyimethiox y- 5-(3, 3«difluore-azetidin- 1-vi-pyridine-2-carbonylic acid (1-
mzthyyi-l-methvicarbamoyi-ethyD-amide;

,.-

2-H{E-Cyclohex vi-pyridine -2 -carponyl-amnino-cyciohexmmecarboy viie ackd mety!
ester;

&-Cyclopropyimethox v- S-{istrapydro-pyran-4-yi-pyridine-2-carbox viic acid (1-
ethyl-1-orazoi-1-yi-efy] -amids;

S-Cyciopentyl-pyndime-Z-carboxylic acid piperudin-1-viamide,

5-Cyelopropyi-6-cyclopropylmethor y-pyriding-2-carbox viic acikd ({51 -carbamoyi-
2-gyclopropyi-sthyh-amide;

23

J»ﬁ%iam}w ~Gecvoiomropyimethor v-pyridine -2 ~carbox viic azid ((Sx2-
cyclopropvi-§ -thiszor-2-yi-ethyl -amide;

!

S

S-Cyclopropyi-t-cyclopropyimehon v-pyridine-2 -carbonviic acid {(8)-1-carbamoyi-

te

L~medhryi-butyl -amige;
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&-Cyclopropyimethorny-5-{3 3-diflusro-azendin- 1 -y! -pyridine-2-carpor ylic acid {1-

methyi-1-(Ge-meth yi-] 1,2 4joxadiazel- 3~y bathre] -arpide;
6’*{::%&;1@%&?"3 tmethony-5-(2,2~difluoro-azetidin-1 -y -pyndine-2 -carborvhic ackd

« 48, "
(8- 1 carbamoyl-Z-cyciopropyt-etyl -armide,

o g

SCeciopentyl-G-oyciopropyimethony-pyridine- 2-carbom yiic acid ((5)-1-carbamoyi-

2-ovelopropyb-etil -armde;

5-Chioro-t-cyclopropyimethony-pyndins-2-carbon viie ackd [ -rmethyi-1-{5-methiyi-

1.2 4joxaddieasd-3-yi)-ety!]-emide:

5Chigro-S-oyciopropylmethoxy-pyridine-2 -carbox viic acd (1-sthyl-1-
methyicarbamovi-propyl -anide;

S-Brome-G-cyciopropylnethory-peridine-2-carboxvic aeid ((5)-1 -carbamoyi-2-
syciopropy-ethyl-amide,

S-Cwciopenryi-G-cvclopropytmethory-pyridine- 2 -carboryiic acid (1-efnyi-1-

%

methyicarbamoyh-propyl -amide,

& Cyclopropyimetnony- 53, 3-difluore-pyrrokdim. Lyl -pyodine-Z-carboxyiic and
{51 corbamoyl-Z -cvclopropyvi-etioyl b-arsude;

-Cwolopropyhmathoe y- S-wrifleorometoyl-pyridme- S-carbor viic acidé [85)-1-
carbamovi-2-cvclopropyl-athyl -amide;

el SIS antbumsl hnymiena D e —
CAT ORI - a}'“‘ﬁ.‘iuﬁhz-}f} St eprpie;

&Cyclopropyimetuon v-5-(wsrat yaro-furan- 2 -vi l-pyaidine -2 -carbon viic ackd ((8-1-
carbamovh 3-metvi-buty] - arnide;

SCyclopropyl-S-cyciopropyimetiio: y-pyndine- 2-carbor vie acid [2-(2-methony-
etbicory-1, 1 -Gimethryl-sthyil-armads;
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&-Cyclopropyimethoxy-S-riffaoromethyl-pyridine -2 -carbor viic acid ((SH1-
carbarnoyl-3-methyh-buryl-amide:;

-~

~Cyclopropylimethory- S-trifinoromethyd-pyridine-2-carbor viic acid {1 -methyi-i-
1.2 4loxediazol-Z-ylotyl-amide,

r

&-Cyciopropyimetnony- S-iriffuoromethyl-pryridine -2 -carboz viie acid [ L-methyle1-05-
methvll 1,7 lozadiazol-3-yi-ainyl-amide,

£ Cws‘imrwy&m&mm S-wifiworomethyl-pyridine-2-carbonviic asid (3-metoyi-1-

i”z”

a2~ yi-athyl- amide;
&Cyciohexyb-pynidine-2-casboxvlic actd (2-pydroxymethyl-cyclohenyl amide;

S-Cyclopropyimethony- S-{temah ydro-furan- 2y pymidine-2-carboxylic acid [1-
methyl b (Semethyde[ 1,2 Alonadinzed- 3yl -ethyll-aoide:

&-Cyriopropyimetuny- S-{tewahydro-furar-3-yU-pyridine-2-carbox ylic acid [1-
meth vyl Semethyl-[ 1,2 Lloxadiasnd-3-vl-athyl amide;

e-Cyolopropyimathory- S-irifiuorometinyl-pomidine-2-carboxyhe soid (-methyi-1
oxazol-2-yi-ethyl-amide;

t~Cyolopropyimetoxy-S-methyk-pyridine-2-carbor vic acid (S)-1 -carbamoyi-2-
cyclopropyi-ethyl-amids;

U yelopropylmetony-5-C-hydron y-armi din- -y -poridine- 2 -carbor viic acid ((5)-
I-carbemoyt-3<methyi-buryl-armide;

Cyelopropyimethor y- 5-03 3-difluoro-aretidin- 1 -y -pyridgine-2 -carbonyiic acid
{' £ L -carbamoyl-3-methvi-buryl-amide;

i3]

-Cyolopropylamino-b-cyclopropyimethor v-pyradine -2 ~carbonyhic acid ({851~
carbarmovi-2-cyclopropyl-gthryl l-amide,

t

5 Cyclopropyiamine-&-cyclopropyimethor y-pyridms-2 ~carban viie acid (8- 1-
carbarnovi-S-methyi-buty] - anide;

& Cyclopropvimetiony-5-3 3-aifluore-gzetidine- 1 -9 -pyridme-2-carborviic acid
{8 teovclopropybmethry)-Z-nydror y-2-methyl-propy-amide;
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&-Cyclopropvimetiox - 5-(atrah varo-furan- 3-vl -pyridime - 2-carbon yiic acid (8)-1-
mﬁ«ﬂﬁﬁrﬁ? - f_,»«vcmmmmf;«ﬁm}q} B g;,l

t-Cyclopropyimsthoxy-5-(3 3-difluoro-azetidin- } -yl -pyridine-2-carbor yiic acid {2-
hydroxy-cyclohexyl)-amide;

- Cyclopropyimehany- 5-03 , 3-diflaoro-azetidis- | -y -pyridins- 2-carbox vhic acid
{5 2-cyciopropyl- 1 -(S-methryl-{ 1,2 Liozadiazol-3-vi-ethyl-amide,
FCyciopropyl-G-cyclopropyimethor y-pyridine-2-carborylic acid {(S)-1-
cyclopropyimethyl-2-hydrony-Z-methvi-propy - amide;

§-Cyciopropyimethor y-5-(tetrahydro-furan- 3-yi-pyridine-2-carborvic acid (2-
hyeyoe w1, 1 -dimethyd-ethy] l-ammide;

SCyciopropyi-o-(2-mefhon y-sthory pyridipe-2-carbor viic acid (501 -carbamoyl-
S-methyl-burylj-amide,

7, 7-Drimethyl-5,6,7 B-terabydro-guinoine-2 ~carbanylic acid ((R)-2-cyclopropyl-2-
bydrox yv-propyl-amide;

7.7 -Drimnethyl-N-(2-(S-methyl-1,2 4-oxadizzel 3y Doropan- 2 -v1)-5,6,7 5~
wetraivydroquinoline- 2-carboxamide;

Ne{1-Bydrory-Z-methyipropan-2-yi-1,7-dimetnyl-3.6,7, §-erab vdroguinoline-2-
carbramide;

&-Cyolopropyimsthosy- 53, S3-difluore-azetidin- 1 -vipyridine-2-carbonviic acid

{5 i-nz.wzapmpywi thizzoi-Z-vh-athyl-emide,
&-Cyolopropyimethoy- 5-3, 3-difluore-azevidin- 1 -yl Fpyridine-2-carborylic acid
(pyTidin-d-yineth vl anide,

&-Cyolopropyimethar y-5-03 3-diftuore-azetidin- 1 -y -pyridine- 2« carbox viic acid (2-
bydrory- 1,1 -dimetiyyl-ethyl)-amide,

»

[&-Cyclopropvimethox v- 5-(3, 5~-8ifluoro-geetidin- L-yvi-pyridin- 291 1-{(S)-2-
byvdrorymgthyl-pyorolidin- L -yD-methanons;

-

& Cyclopropyimethor y- 5-03-pradroscy-oxstan-3-vi-pyridine- 2-carbor viic acid (3)-
I-carbamoye-3-meth vi-buryl-amide;



51

5-Cyclopropyl-6-{2-methax y-ethor y-pyridine-2-carbox viic acid [1-metyyl-1-(5-
methvil ]2, 4lornadiazol-3-yh-ethvil-amide;

k1

5-Cyclopropyi-t-cyclopropyimethoxy-pyridine - 2-carbor yiic scid {1, [-dimethyi-3-
morpholin-4-vi-propyl -amide;

F-Cwclopropyl-G-{ &-fivore-benzyl-pyridine- 2-carbox vike acid (831 -carbamoyl-3-
meth vi-uryl)-amude;

&-Cwelopropyimethory-5-(3 3-difluoro-azenidin. L -yl -pyridine-Z-carnoryvic acid

e

HSZ-oyciopropyi-1-(2-methony-sthorymethel }-ethyl-amide;

e

53,3 I}iﬂ noro-festidine- 1 -yl 6.2 -methoxv-sthoxy-pyridine-2 -carpon viie acid
({81 -carbamoyi-S-methyyi-buryl-armide;

f’a

LM

-

wolopropviamino-G-oyciopropyimethor v-poridine-2 ~-carbox viic acid (2 -I’f&fﬁmli‘%
L} -Cimetnyi-ethy! anmas;

P

6~Cyolopropylmethoxy-5-(1 -bydeony-cyclobutyll-pyridine-Z-carboxvlic acid [1-
methyi-1-{S-mathyi-[ 1,2 4joradiezol-3-y] -efoyi-amide,

g o 162 -miethior e sthory - pyridine- 2 -carbor viic acid {81 -carbamoy)
WCyciopropyi-6- (2 -masthory-cthony -pyridine- 2 -carbor viic amd (8- 1-carbamoyl-

Z-cyclapropyl-ety] amide;

S-[Bie-{2,2. 7 -rifluoro-athyl bamino}-6-oyclopropyvimethory-pyridine -2 -carbor vl

« -

acid ({8 1-carbamovi-2-ovclopropyl-ethry-amide;

~

-Crycloprapy-b-oyclopropyimett

e} N

e y-pymrdine-2-carbon yviic acigd (82~

=

cvckomropyl-1-{5-methyi-1 1.2 dloxadigzol-3-v]-sthyl -areide;
S[Big-{2,2,2 -rifluore-ethoyl - armnins .»ﬁw'ﬁumpm"% metnory-pyridine-Z-carbox viic
amid {L-sthyl-l-pethyvicarbamovi-propyl-amids

¥
1

5 "Qiﬂ@rﬁ? vi-G-(rerrahvdro-furas- 2 -yimether vi-pyridine-2 -carboryic aoid [1-
<
o b

Ca

—r‘a

S-metiyi-] L2 4loradiezal-3-v1 -ath yl-amide:

RNe(Z-Cyanopropan-2-vi - S-oyclopropy-S-(cyciomopvimathor vipicolmarids;



5]
(8} 5-Cvclopropyl-t-{cyclopropyimethor v)-N-{3_ 3-dimetyi- L -(methviamino)-1-
orobrmn-2 -yhicolin
W 1 Armime- 2, 3-cimethryl- 1 -anobutan- 2yl S-cvclopropyl-S-{cvalopropyimethon v
picolinamide;

Pl 1 -Aippime- 2 -mmstivy - Loxobatan-2-yiy S-cyctopropyi-6-{cyclopropylmethory)
picolinamide:;

-~

QP,,,Q ‘nﬂa Qﬁ P & b :,,‘g

g

cyclopropyimethon vi-IN-0 L« Semmethyi-1,2 4-oxadiagol-3-
vilowel mbww’ ool ierRice;

&

(S}-K-{2-Aanine-2 -on0- | -phenyieth v - S-ovclopropyl-6-(cyclopropvimethor y)
picolinamde,

{EO-M-(2-Aamme-2 -ome- L-phenyiethyl}- S-cyclopropyl-6-
{evelopropyimethonyipicolinamids;

(R)-5-Cxclopropy-f-{oyclopropyimethory -1 hydroxy-4-meath vipentan-2-
ypieohnamde,
SCyclopropyi-&-{cyclopropyimethoryi--{ L -(hydromymetoy jovciopearyi

L
'n

picolinamee;

s )

S-Cyoloprapyl-t(cyclopropvimetnor - F-{2 - Ganetnyie 1 I S-onatinnot-5-
¥ propan-2-vipoobnannde;

>Brome-b-{4-Tluaro-phenox vi-pyridine-2-carboryiic acid ({51 «carbarpoy; 5-
ety - arm g

<

}:“;“{-I—.ﬂu ..sm '“? Lﬁ@ﬁngl‘” i "ﬂl‘mﬂnwﬂ»&ﬂ" Lo 3",' ,,vwvy"ﬁdﬁmwzwwﬂ
(cvolopropylmethor yipeotinammids;

W-{1-Asmine-3 3-cimethyl- 1 -oxobutan-2-vl)- S-cvciopropyi-G-
-{c;,ra&-wpm;ngﬂmﬁmm:y}pmmu%mm;



5k

5-Cyclopropyl-G-cyclopropylmsthox w-pyridine-2-carbox viic acid (4-carbarmoyl-
=rahvaro-pryran-&-yl-amite;

{S) 5-Cyclopropyi-G-{cycloprompyimethor ¥ - M-{ 4-metyi- | -{ methryi amino- 1 -

wl

oropentan-2-v pcolinamide;
{53 3-Cyclopropyi-6-{ cyclopropyimethony)-N-(4 4-dimethyl-1 -{methviamino -] -
@mmmwm\,-ﬁ?E}mwhxs&mmgg

V1

S-Cyclopropyl-W-((5}-3 3-dimetiryl- | (msthyiemine)- | -oxobuwtan-2 -y -6
{{reerabredrofuran- Z-yhimethonyypicotinemids;

S-Cucioprap-H-{(5-4methyl- -«Igmmkmmmw L-onopetan- 2 -3 G-
(¢ mtrabredrofuran-2-y mosthory micoinamids ;

-

S-Cyclepropyh-N-((5}-4 4-dimethryi- I -(methylaming- 1 -oxopentan-2~ vy -6
ka{mamhwmfmmm«2-~3a‘£}mﬁgmjﬁgﬁmimmmz

A1

B-{(5F1 -Amino-4-methvi-I-oxopentas-2 -y - 5-cyciopropyl-6-{ fietrab varofaran-2-

ylmsthoxy picolinanside,
S-Cyclopropyt-G-{4-Tuoro-phenany)-pyridine- 2 -carpor yhic acd
meth vi-atyl ammide;

(50 L-carbamoy:-3-

,

S-Bromo--{tefrarvdre- fazas-2 -vimethor v-pyridine- 2-carbor viic aoid {S-2.7-
dirnestioyi- -mafhyicerbarnoyi-propyli-amide;

S-Cyoloprapyi-Ro{ 1 -{S-methyi-1 .2 &-ozadiseol-3-vhoyoiobury-6-{ pyridie-2 -

vimethor vipicolmamide;

o ¥

SCyclopropyvi-N cyclopropyl-methyl-1,2 4-oxadizzol-3-yiimath vl - 6-
{cvciopropyimethory)picelinamde;

»

5-Cyclopropyi-G-cyclopropylmethor v-pyridine-2-carvoxyiic acid {({(F-1-
- ydrorymethyl-1 2-dimathyl-propyl-amide,
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S-Cwciopropyk-S-{ovciopropyimethony-MN-(d-pydron y-2 -methylbutan-2 -
yoipicolinarnids,

(S} 5-Cyclopropyl-K-{3 3-dimethyl- {methyiarmino - L -oxobomm-2-y1-6-

.

IV, TN Y | o AT NPL S N S £ .
{Creteabvdro- 2H-rran-4-v) pnethorvipicolinamide:

(5 ﬁ*ﬁ?ﬁ&ﬂ?&fﬁp}ﬁ 4 &ﬁmﬁzy} I {mam?@mmsjb— Yetyy @paﬁj;gﬁ»:}w 'slar* :’M@

¥

{{remratyydre- ZE-pyrap-4-yDmethox yipicolinamide;

{3 5-Cyclopropyl-G-cvclopropyimethor y-pyridine-2-carbox viic a0t [ovolopropyi-
(Seppethyl-[ 1,2 dlonadiazol- 3yl bmethyvl | -asmide;
{+3-5-Cyclopropyl-6-cvciopropyimsthor y-pyridine-2-carborylic acid {cvclopropy-
(Seppetioyt-1 1 2 Slanadivent-3-vi-methyl]-arside:

5-Cyetopropyt-N-{2-({5-methyl-1.2 4-oxadizzob-3-yDpropar- 2-y -6 pyridin-2 -
yvimethoryipicchinamide,

{By-H-{l-Amine-4-methyi- 1 -oropzuian- -yl S-cyclopropyl-6-{pridin-2-

vimnethor vipicolinamae;

(S S-Cyclopropyl-R-(3 3 -dmetnyl- 1-(methviamning)- | -cuobusan- 2-vh-6-{ pyridis-2-
yimsthor vimcolinernids;

5-Cyclopropyl-N-(2-(S-methyi- 1,2 4-oxadiaze-3-ypropan-2 -y -6~ erraliydre- 25~

v

mvran-4-vl imethor vpicolinamide;

A

N Tl g N A TR THEL U A . S I oy b
(fE Fa 3*"’\»1';?#'@},{33}'&1%@}5 3P "».;“f:w-i'é’iﬁfﬂ‘j’e -k -—{Hlﬂm,jx%m‘ﬁzﬁﬂi b R STELAT --‘*gf‘z,iw-ti‘-‘{ LIS E R WOrD-

ZEb-pyran-4-yhmethor yipicolmanmde;

53 2-Diffuoreszendin. Ly i-MN-((5)-2 3-dimethyl-1 -Umethvieming -1 -opobuten-2-
vl e ydrofuran-2-vhmethony ipieolinamde;

Ty

d-{E-{Cyciopropyimethony)- 503 3-difluoroszatidin- | - picolinamido)-2-

sthrylbospoic acd;



5m

{(S)-6-{Cyclopropylmethorvy-5-(3 2-difluaroezetidin-1-yD-N-(3, 3-dimetnyl- 1
{methylamino)- l-oxobutan-2-ylpicolinamide;

(8)-6-{Cyclopropyimethony)-5-(3 I-difluoroazetidin. Tyl {4 d-dimethyl- 1

(methyismino}- -oropentan-2-vhmeotinanmide,

w

[S)-Te4-Teietiryl-1 ~(methylamine -1 -oxopeatan- 2 <y DG-{ 3~ rifluoromethy iphenely

(SpRW(3,3-Drirnethyi-1 -Umeth viaming - | ~oxobutan-2-y1 -6 3-( rifnorometh gl
phemyhiptcol marmide,;

Y L

S vycmm@mnuv-q ﬂjﬁ:&@pméﬁv&mm oy - -( 2,2 2 mifleoro-1- pyzi e %e
yhethyhpioolinamide;

(- 5-Cyclopropyi-6-(cvclopropyhmethor ¥ -MN-(2.2 2wrifivore-1 «pyridin-3-
ylisihylimicolinamigs;

5-Cyclopropyi-6-{terahviro-pyran-4-yhinsthox vi-pyridive- 2-carborviic acid
[ovciopropyl-(S-methyl-[ 1,2 4 joxadiazol- 3-y!-methyl | -armde;

-{{ 5-[Bis-(2.2 2arifluore-stoyl-ammo-G-cvelopropyimethor v-pyridine-2 -
carponyl ) -amting- 2-gthvi-buryric acid methyl ester,

5u{:‘yc:iﬁpmpy§zmammw-5-««{3.3~@iﬂmﬁmamr'fm’ m-1~-yE-pyridine-2-varbox ylic acid
(evslopropyl-(Smathyl-[ 12,4 oxadizred- 3~y metny] ) -amide;

5-Cyclopropyt-G-ovclopropyimethor y-pyridme- 2-carbonylic acid ({8)-2-
sycloprooyi-1 *&mmmw“mmwwﬂmrsgwmmm

S Cyclopropyl-f-(tarahyire-pyran-d-vimathor vi-pyriding- 2 -carbox vic anid (22,2
triftuore- 1 -pyridin-2-yl-sthyl-amids;

&-Cyelopropyimethory- 52, 3-Gifnore-azetidin- L - v -pyridins - 2-carbonyviic aoid
{22 2-triftuore- | ~pynidin-2-vi-etyyi-amade;



S5n
SCyclopropyi-G-cyclopropylmethor v-pyridine-2 ~carbonr viie acid (-5
metfrylcarbamoylk-phenyimethyl-mmide;

5-Cyelopropyi-G-oyclopropyimethor v-pyridine-2 ~carbor viie scid £(+3-
dirnethylcarbamoyt-phenyl-methyl-amide;

-

SCyclopropyl-6-oydomopyimethorv-myridine- 2-carhon viic acld {-)-

¥

dumethvicarbarmnoy-phenyi-metryl amids;

&-Cyclopropyimethor - S-rifluoromsth yi-pyridine-2-carburviic axid ((5)-3.3-
dizmethyyt- } -rnethv carbemoy-tuasyl -aomide;

¢-Cyciopropyinsthory-5-tillsorometyl-pyridine-2-carboxviic acid [cyclopropyl-
{(S~rnetinyl-] 1,2 Slonadiazet-3-vi-metn vl -amide;

&-(Teashvdro-pyran-d-yimethory - S-wiflworometyl-pyridine -2 -carbosylic acid
(5% 3-dimetovt- 1 -methylcarbamovi-bury -amide;

ﬂim "W&r&mmyr S-rmetroyl-bary] j-amid

2.1 E5-Cyclopropyi-6-{tatrebydro-furee- 2-vhimethory)-pyridine- 2 -carbon vl -aming -
Z-gthyi-taryric acid methy) eseer,

&-Cyclopropyimethiony-5-(6-one-1 -aze-spiro{ 2 33heps- - vD-pyridine- 2 -carbor viie
acid € 5)-3, 5-dimethyl- 1 -metn vicerbemoyi-oaryl - amide;

yulopropyimethony. S ﬁ'ﬁmmza ~begze-spiral 3 I Thept- Loyli-pyridime- 2-carbos vl

arad {'Eumuﬁwmwf myetivyt-l 10 A onedieg

% ", A 2 "
- e sty

o-Cyclopropvimethoxy- 5-{0-oxs- | -aze-spiro] 3 3lhept- I-yi-pyridine- 2-carbox vic

2

goict F ovclopropyh-(S-meathyl-{ 1.2 Sionadiazsl-3-yD ooty amide;

&-Cyclopropyimetnosy- 5-(3 3-diflasro-gzstidin- L -vD-pynidine - 2-carboxviic acid
(B 2,22 -riflugre- -pyridin 3-vi-sthyl -amide;

2B yh-2- T S-frmmranydire-pyras-4- yimethox vi-S-siftiuoromethvi-pyridine - 2-
carboryt - aming ““Q%m&» aein Toetiyl sgver;
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{83 2-[(5-Cycloprapyl-6-cyclopropyimethony-pyridine- 2-carbony - amino }-3,3-
dimethryl-buryric sod methyl egier;

S-Cyeiopropyl-t-cyciopropyimsthory-pyriding - 2 - carborylic acid ((8)-2,2,2-
rifhaore-1 -pyridin-2- yh-ethorl armide:

S-Cyrclopropyi-G-cyclopropylmethoe y-poyridine-2 -cagbonviie acid [ 1~ S-methyl-
(1.2, 41onedinral-3-yh-athyil-amide;

SCurhopropyi-6-cychapropyimethory-pyridime- 2 -carhor yhic acid [{e)3-mmehmd-i-
(S-metngi~{ L2, Sloxadisrol 391 byl b-amide;

SCyrlapropyi-teryciopropyimethory-pryridine- 2 -carbox viio azid I(
methyvl-[1,2, 4 laxadinrol-S-y - buryl - apmide:;

Cyclopropyi-G-oyciopropyimethox y-pynidine- - carborylic acid f4)-1-{5~muetinl-

i

T

[1.2 4 jozedizzol- 34 -propyl l-amide;

S-Cyeiopropyl-t-oyelapropyimethory-pyridine -2 -carboeyiic asid [(- 1= S-methyi-
(1.2 Floxadizzod-3-y-propyll-amide;

S-Cyclopropyl-6-cyclopropyimethon v-pyridine- 2-carborylic acid - 3o eyano-metyl-

ety armide;

5-Cyclopropyi-6-cyclopropyimethor v-pyridine-2 -carbos yire acid ((-T-cvans-3-
iy~ yd i

SCyetopropyi-teoyciopropyimethosy-prridine-2- carborviic acid ()-ovano-
oychopropyi-roetyl-amide:;

- E-Cyclopropyimsthoxy- S-oifiuoromstnyh-pyridins- 2 - carbon vl ammo -2 -sthyl -
buryric anid medhy! seter

Symiopropy-o-¢rab ydro-turan- 2 -yimether v -poridine-2-carvor viic aoid {3-
ettyyd- : -rmettryicerbamoyt-propyl -amide:

L4 5 Cynlopropy-t-cyelopropy imethow v-pyridine -2 ~carbomyl -amino -/ ~athwl -
batyrie acid methy egter:

2.4 £ 6-Cyclopropyimethoz v-S-riffuoromeatyi-pyridine- 2 ~carbonyl)-smine -2 -sthyl-

batyyis aoid;

(~}-D-mmamthyy b1 -{5-



op

&-(Temahiro-pran-b-vimetnory)- > nifiuommethyl-pyridine -2 -carboxyiic acid [1-
efnyi-1l-methylcarnamoyi-propyl-amice;

2-Ethyl-2-{ [é-{tetrah varo-Turan-2-virmedioe vi-S-riftoorometh v -pyridine. 2 -
carbomyli-smino-beryric acid ety aster

&-Cyelopropyimetaor y-5-(3 S-difiuoro-azetidin- -yl pyridine- 2 -carbear viie acid
{dimetovicarbamoyi-phen vi-mathy] - amige;

&-Cyciopropyimethox y- 5-3, 3-difluoro-azeadin- | - pyridine- 2 -carbox viie ackd
{{Sy-2-cyciopropyl- | -dimetyicmbamonyt-otyl amide;

4 EE-Crechopropyl-G-oyclopropyvlimethory-pyridine-2 «carbonyl p-amino- 2 -ethyl-
patyric acid efhyl ester

(53 3-Cyclopropy-2-{ (5-cvclopropyl-f-ovclopropvimethor y-peridine- Z~carbonyl}-
ampinol-progionic acid methyl suisr

t-Cyclopropyimetios v S riffuoromethyl-pyridine-2 -carbexyiie. an ryfi-i-
methyicerbamoylpropil -amade;

6-( T eranydro-pyran-d-ymethos w—wmsfiummm“mwmmaﬁhaw 2-carben i ol (i-
dimethyicarbermoyi-t-ethvl -propyD-pomide;

2-{{E-Cyeiopropvimetios v- S-(b-one- b -a2e-5pirn] 3. 3 Thepi-1 -1 -pridine- 2 -
carponyl-amine -2-othvl-barsric acd ethyl ester:

W e

&-{Tmtrahydro-furan-2- vimsthony - S-wiffuoromethyl-peridine- Z-carbonviie acid (1-
dirpsthyicarbemot- L-athyi-tropyl e,

- 5-Bromo-6-cyclopropybmeathorv-preridine -2 -carbony] Fanimo- 2 -eth vi-bur

s
P2
w o

aoiE ethy et
2L e-Cvclopropyimethor v- 503, 3-difinore-azetidin- 1 v =pyridine. 2 -carbonyt -
arpne §-Zeathvi-oucyric acid etnyd aster

-

-4 [B-Cyclopropyimethor y- 5-(3.5-diflnore-2-ozo-azenidie- L~y -pyridine- 2-

1.2

B

rhyonyl-aming b 2~ethvi-butynie acid methyl este

L

{8l f:f-{iyaim@mmwﬁ-»aminﬂmpvmﬂmm%gm sgtes2-carbonyl - amin -4
mathvl-pentanoic scid methyl 2z



5q

el

&-Cyclopropyimethory- 5-(3,5-diffuoro-aretidin- 13 -pyridine- 2-carborylic ackd (1-
cyvant->-methy-hury] -ammide;

-

6-Cyclepropyimethory-5-(3.3-diffvoro-azendin- 1 -yl pyridine- 2 -carpoxviic acid [3-

mettyyde1-05-methyl- 1 2 dlomadizzal-3-yl ourvll-amide:

£-Cyolopropyvimeataar y-5-(3, 2-difluore-aretdin. Lyl -pyridime-2-carborviic acid (-

o

oyarorymethyl-1 3-dimethryl-butyl - amide;

HCyclopropyi-b-cyclopropyimethos y-pyrdins - 2-carboxydic acid [i-{azetidins- ] -
carbomyl- 1-etryl-propyl amids;

5-Cyclopropyl-froyclopropyvimethomy-pyndine-2-carbor vwhie acid [1-ethyl- 13-
methony-ethyicabamoyd - propsl -amids;

5-Cyciopropyl-G-eyclopropyimethoryv-pyridine-Z-carborviic aoid Il -sthyi-] <{ethyl-
mathwyl-carbamnoyl - propyi)-aride;

t-id-Foro-henzyl-pyridime-2-carborylic scid ({81 -carbarpov-S-methl-bory])-
piha 0

E-{a-Fluore-peneyl-pyridine -2 -cerbor vio aokd (F-2.2.2-wiflsoro-1 -pyridin-2-yl-
ethyl -amide;

an

S-Cyclopropyl-f-cyclopropyimethox y-pyridine.- 2 «.,mmrym seid {{Swi-

I

brvdror ymethh-L,2-dirpathyb-propyl-amids;

E-Bromo-6-Fmethyl-coreran- 3-yvimethoxvh-pyridine-2 -carborviic acid (1-methyi-1-
tmviano -2 -y-atryl-amide;

S-Brome-6-{3-methyi-onmar Z-vimasthony-pynidme- 2 -corbor vite ao (3-thiarel-2-
vt -y -amide,

S-Brome-6-02,2 2-wifhsore-ethory-prridine- Z-carbos viie asigd G-fhiazed Z-yl
geran- 3] -arnide:

S-Br oG- Z-rethryl-onetan- S vimethor v-pyridine- 2 -carbon viie acid (22,2

, ey ™

wifluore- B-poyridin-2-vi-athyl)-amide,

4

SCycloprapyi-6-ovclopropyimethor y-pyridine- J-carborylic scid [1-

o

(evelopropyimethyl-carbamos)- 1 -ethyloropvll-amide;



5r

5-Cyzlopropy-6-cyctopropylmethony-pyridine-2-carboxvic acid (-methyi-1-
pyridin-2-yi-ethyl bamide;

B-{é-Fhuoro-benzylpyridine-2-carboryiic ackd ({S3-3, 3-dimethyl-1-
msthvlearbemovi-butyl-anide;

%

f&*ﬁl"ymmpmﬁw ~b-eyelopropylmethory-pyridine- 2 -carboryiic acid {303 3-difluors-
grotiding- -carby

eyt 1 -ethrvl-propy-armide,

P .

503, 3-Diflooro-gzetidin- F-yl)-6-( 2, 2.2 wifluero-ethor vi-paridine-I -carborylic seid
{ tppetivyi- 1 -triazol-2-vl-athyl-amids,

- -Cyclopropyimethosy- Spyrrolidin-1-vi-pyndine-2-carbonyl)-armingg -2-sthyl-
buryric zoid sthyl esrer,

&Cyhoproprytmeathoxy- 503 J-difluero-azetitine- : -yl pyridine-2 -carbox yiic acid (i-
methel-Seono-pyrrolidin- 3-yD-amide,

Duf ey jum@;mwmmhmm%mmmm— ~yi-pyridine- 2-carbonyl-aming-2-eth vk
butyric acid;

&Wmspmmm”mamw 5-(3,3-difteoro-azetidin- I-y-pyridine-2-cathonyhic acsd
(1, }-gioxo-wewahydro-1 2 -thiophen- S-yh-amide;

&-Cyciopropyimethon y- 5-(3 J-difluorc-geetidin- 1y -pyridine-2-carborvlic apid &'
(1.1 -dioxe-terahydre- 1L thiophen- S-vh-hvdramide;

S-Cycloprapyi-6-cyclopropylmetior v-pyridine-2-carbonvie acid [ 1-methyl-1-(4-
muthyl-thizzol-2-yh-sthvl -amide;

503, 5 Diflnorn-gzetidin- | -1 - (- 3-meth v -oxetar- 3-vimethon v -prridpe-2-
povyhe acid (1-methyl-1-thiszol-1-yi-athyl-amids;

T 1

- ymiaprupy-G-Cyolnprapvimetnor y-pynidine - 2- sarvos v goid {1 -{O-amine-
o ASoradiomnd-3-01- 1

ey
; 1§

I ywm% ampde

6-( 2,23 2 F-Penmfivore-propox vi-pyridine -2 -carborelic anid (F-sthyd-1-
meivinarbamey-prooy -amide;

S-Cyclopropyi-6-2,2,3 .3, 3-pemafluorc-propoxy)-pyridine-2-carbox vhic acid (3-
ety Tmetyicarbamovi-propvi-amide;



S5s

>Cyclopropyl-6-(2.2.2,3 2-pentafiuoro-propoxyy-pycidine. 2 -carborylic acid ((5)-
3 3-diamethyyle  ~meathytcarbammoyi-bury] -armide;

3Cyclopropyli-6-(2,2,3 3, 3-pemafiuoro-propox y -pyridine-2-carbor viic acid {(8)-2-
cyclopropyll -Ge-methvi-[ 1.2 Sloxadiazol- 3yl sty i-amide:

{'

wCychopropyl-6-(2.1, 2 -mifleoro-ethoxy -pymidins-2-carbonyhic acid ((Si-carbamoyi-
phenyhmerhy! -amide;

d'

SCyelopropyl-6-(2.2, 2 -mifiuoro-ethory -pyTidine- 2-carboxyviie soid (2,2, 2-wiflaoro-
k“pjmdﬁ PRy i T s i

SCyelopropebé-(2.2, 2-arifhuore-ethor v -pomidine-2-carboryiic asid (5)-1-
by methyi-2-meth -yl -amide,

iwf:“ymﬂg:mm}ri-é«’“ 2 2-grifioro-ethory rpyridine- 2-carbonviic acid (3-thiaeoi-2-wi-
ragi- -y e,

SCyclomopyi-b(2.2 2 rifinor-athony ppynidgine-D-carbomyiic soid (I-methyl-1-
&?m@]&».&nyj{ wSET yg }*mﬂlﬁ'ﬂ;

SCyclopropyl-6-(2.2, 2-riftuor-etiory - pyridine -2 -carborylic acid (O.2-dimethyl-
betiEEn -2 - ooyl - anmd,

- 6-Cyclopropyimeto: - 53, 3-diflucre-azatidin- 1-yl-pyridine-Z-casbon viie aoid [1-
(3, 3-difluorp-aperdine- | ~carbonyl}- etyl-propeyl-amride;

fuls-Flnorm-henzylpyridine-2-carboryiis acid -1, 1- uzamwmwahmmmﬁ
tninptien -3y -bvdramide;

~

SCychopropyi-6-oyclopropyimethos w-pyritine-2 -carboz viic soid TH-{3-amino-

r

(1.7 & losadiges- Syl -1 ~-methyi-stht] -amide.

Wty . y S o ::" g PR I g At v,
&CUrslopropyimetho - yipymtine-2 - zarkoi v B

{831 ~(2 3-difluore-aretidine- d-carbonseli- 2,2 -drm‘.& bepropyll-emids:

&-Cyoiopropvimethon - 5- (3. 3-diflworo-asetidin- -yl-pyridine-2-carbos viie acid
{513 2-difivorc-azetidine- L-carbonyl) 3qanethyi-boryl -amife,

Zi{6-Cyclopropyimethory-S-uiflsoromethyl-pyridine- 2-cubonyi -aming -2 -sthyl-
buryric mai ethyl ester;



&)
ot

M

S-Cyclopropyh-6-{(R ) 3-evdror - Trtflucromethyl-propond-pyridime-2-cadboryviic
aoid (-ethyb-1-methvizerbamoyi-propyl-amids;

E-Cyclopropyh-o-4(Fi-4 4 &-wifluore-3-pydrory-butoxy-pyridine-2 -carboxylic acid
{E~ethyyll-methylcarbamoyi-propyl -amide;

E-Cyclopropyinethony-5+03, 3-difluoro-azstidin- 1 -yI-pyridine-2 -carboxylic soid 5-
methyll-pyridind - ¥i-tagyl -amide;

&Cyclopropyimethon y- S-wifiuoromstivk-pyridine 2-cofboryiie aid [142.3-

R, e aper

difuro-geeridine- | -carbonyly- L -etryl-propel-arnids;

B dFlureo-phenyl Hrvdror v-methyl - poridine-2-carborelic acid (§5)-1-onrbumoyi -
Seppethyl-tutyleamite;

Hf {4-Finoro-phenyl Fhydrory-methyl-pyriding-2 -carboryiic soid [{S)3-rmetyl-1-
{S~methyla] 1,2 Aloxadiazcl-3-y-buryi]-amide;

S-Cyalopropy-6-{(5 - 2-hydrory- 1 ~cifuormethvi-propos v pryridipe- 2-carbon viic
acad {1-ethyvi-t-methyicarbamey-propyl-amitds;

S Cyslopropyl-6-((5 4.4 Lmwifiuoro- b-hydrory-butox - pyridine-2-cashasylic acid
{ -atbyl-1-methyicerbamoyi-prop yl -armids,

S5-Cyciopropyimetioe y- 503, 3-difmern-azendin- | -vD-pyridine-2 -curbonyvlic ackd (3-
methyi-l pyridazin- 3-ywhbryl)-anmde;

&-Cyoiopropyimsthory-5-{3-oxo-azegidn- L-yl-pyridine-2-carbon vhic acid [

® o

rvstiyd- 1 -(5-methyi-1 1.2 dlozadiazal-3-vh-athod - ambde;

S-Cyciopropyi-f-cyclopropy imethory-pyndine -2-carborviic a2id [{ey1-
earckoperpyb- 1St 12 S onadinzol 3oyl-etbyt-amide,

Svcioprapyl-oyclonropyimehon v-pyTidine - caron vl aoid [{-)-1-oyciopropyi-
1-(Bemethyi-[ 1.2 Lomadigzol. 3-yh-ath vli-amide;

b-Cvelonropyvimmetnory- 5-03 3-giffuoro-arstidin- ) -v-pyridine- 2-carboxyiic acid (5
methyie 1 ~pyridin 5y -barel b-anmds,

=

5-Cysiopropylb-(d-finore-banmyt bpyridine-2-carpoxylic aoid ({5~ -carbamoyi-2-
cvciopropyl-eihyl-amide,



Su
5Cvelopopyl-G-{d-llnoro-benwypyridine-2-cerbonviic acid [{8)-2-cylapropyt-1-
{S-methye| 1,2,4)onadiazol-2-y]-athyl}-amide,

Cyclopropyb-teoycloprapyimethon y-pyridine-2 -catbor ylic acid [(S)-carbamoyi-{4-
flusro-phenyl)-methyl -amide;

SCyciopropyl-6-cystoprapyimethor y-pyridine-2 -carborylic axid [(5r-carbamoeyh-(4-
chikorophewyl-oethyd amide,

6-{2-Yhethyi-propane- § -sulforyl)-pyridme-2-carborylic aoid ((S)-1 -carbampyt-3-
meth -yl -amide,

t-Isopuryisatferyl-prridine-2 -oavboxyhic acid {5 § -cadamoyt-%~metht-ony)-
avicie:,

- xrﬁj,wmp%-w{ﬁ-f’ tnoro-penzel - pyodine-2-carboryiic askd {(5)-2,2, 2-trifluonn-1-
pyridin-2-y-athyl-amide;

2[5« Cyclopropyl-b-fda-flugro-bepryl-pyridine- 2-carbon v -aming - S-sthyyl-bariric
sic;

P
et

welopropyimethox p-5-3-ox 0~1cﬁ3r"mi:.aml—31%;};”-1&;3*% -varboxvlic azid [1-
wethyvi-1-(Semethyi-[ 1,2 Horadiarok 3- v ety -amide,

&2 -Wisthyl-propane-  -sulfonyl -pyridine-2-caboryiic uoi [[5)-2-methyl-1¢5-

“1

methyi-f L2 4 oaadinre Syl byl - amide;

(53 2-{ (3Cyclopropyl-G4-fuoro-peneyl-pyrudine-2 -carbormyl -amine H-4-methyl-

}

2. {1 E-Cyclopropy -6-4 tatralyydro-pyTan-S-yimethon vi-prridine - 2 - carbonyl g -
Z-minyi-buryric ache;

Svelppropsi-G-cysiopropyimethoe veprymidine- ¥ -carbor vhic a

rn»wln i , 1 - [ e

mettyl Soano-d S-dibyvdro-{ L2 djoxadis ?:c‘sér;f»wjﬁ}»e&m}f}i}midz;

e-Cyaloprapylmethory-5-(3, 3-difluorc-azeudine. -yl -pyridine- 2-carbon it aoid 5
metryi-{-pyrimdin-2 - vi-puryl-ampde:

&-Cyclopropylmetior v- 503, difluore-azetidin- -yl -pyridine- Z-carporylic acid 7i-
cvclopropyi-1<{S-methyl-] L2 dlaxnadigzob- 3y -athyl b-peds,



S5v

e-Cwclopropybmethos s 5+ bs..-,»-mﬁucaﬁ»uuam 1-yl-pryridine-2-carpon yiic soid [2-

o

cvoiopropyi- l-methyl- 1 -(S-methyi-{ 1.2 4loradiazol- S~y ethy] -amide;

6-Cwclomrapyimethors y- 53, 3-difluore-aeetidin- -yl -pyvndine- 2 - corborviic soid
(S - L-catbarmoyl-3-rethdanifanvi-propyl j-amide;

&-Cyclopropyimetion - Sepyrrodidim- -y

V(T -nitodrenzn! 10 Menediarol -6 viamino-methyl- bl b-amide:

i

\

tpynRiine -2 -sarbor vie acid | (83 -methvi

E-Cyclopropryimethosy- 53, S-diflnoro- gretidin-§ <y -paridine. 2-carborvlic acid

(451 corbamoyt Snethenssufonyl-propyli-armide;

i

S-Cryciopropyl-t-isoburyisalfanyl-pyridine-2-carborvibe asid ({51 -carbsamoyi-3-
mmy&«»nutﬁ}«mzm;

f-{a4-Finare- 3-trifuprometiy-phery-pyridine -2 -cerboryiic amid |
cvcheprapyl-t-{S-methyl-{ L2 Aloxadizzer-3-yi-otihy] l-amide;

S-Cyclopropyi-t-cyclopropyimsthony-pyridine-Jecarborylic goid 3-
msthanesuiiomny b, L~ digrettd-propyl-amide,

5-Cyclopropyl-G-oyclopropyimethen v-pyridine- 2-carboryhic soid [ Lomothyd-1-05-

mthyi-iari 2 ~ vl -sthy] f-armide:;

SCwolopropyi-fe-(0-methvl-propane- 1 -salfooyl -pyridines-3-carborvice acid ({81
carbernov-S-rethvi-barel - armids;

Cyelopropyi-6-{2-methy-propane- -sulfony! b-pamidine -2-carbowyBo and [(E-3-
eyshopropyi LU Somethyl-{ L2 Sloxadiared Byli-ethvl lamide:

- re

E-Cwelprepybrnsthor y- 5-13 2-difluore-azendine- |-y -pyrdine-2-carbonviic aced T1-

meth v b S ety b thiamoi-d-y ety iamide,

s m: m 42, 2wy o
L L, % " w]ﬁ:..f 1; IRTLEAR j'
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(R v F-metnvh | opyridarnine S-vi-bur vl - amiae:

t-Covslopropyimetion v- 503 S-gifuoro- spstdie-1 -y pyridine- 2-carbosrplic soid

ﬁ%
43

({83 3-methyl- Lpyridazine 3 y-buryl-amids;

-

El )

50 velopropyl-t-cyciopropyimethox y-pyridine-2-carbor vhe aoid { F-athyl-1<2-
hydromy-ethryioarbarnoyl -propyel l-amide;



Sw

S-Cyclopropyi-b-cyciopropylimethor y-pyridine- Z-carbosx viic acid [{-+)-2-
sycloprapyl-Lamethyl- ] -(5-methyl-[ 1.2 4)oxadizeoh-2-yhi-ethyli-amide;

S-Cryclopropyi-t-oye mpm‘mﬁm“tmxmwmmumm ~carporyvic soid [{-w2-cvcloprooyl-
Leprsrinyl 1-(Semethyle 1,2 Slonadingod- 3-yl-oth vl -amide:,

2T " B RO Vo S I = < PO ST L . R .
&-Cynlopropyimethoy s 505 S-difivoro-aogidm- |-yl p e-Z-carban i acid

teri-burylamide;

7% ]

[ [SCyslopaopyi-f-(2-methy)-propene- T -selfonyl-pyridine- 2-cathonyl baminn b 2.
sthyi-Dotyric acid etiry] eser,

SCaciopropy-tolI-methyl-propane- L -salfond -poridine-2-carbonyhe aoid ({532 3-
dippretinyd- bredvicarbaanoyi-bury D-eomide;

~Cyclopropyi-6-cyclopropyimethon v-pyridine- 2 -carhooyiic aeid (8 -2-0n0-
mmymu«fwm«yb«ammm;

M-LE5-Cuslopropyhé-oyciopropyimethory-poridine-2-carbonyl i-fi-
exvciopropyirmethy-hytrazimesarbonylic aoid werd-bumvl st

SChyetopropy-6-(2-methyl-prapens- -suelfonyl - pyridine -2 &m{:« cytiv aotd ({SH-22-

4

dirpethivi- anethyicarbamovi-propy! ~amide;

Cowolopropyti-G-(2anathyl- propane- b -subfony l-pyridine-2-carborviic acid (8-
2 2eprifiore.§ -pyridin-S-yi-stiyl amids;

~? ux

{215 Cyalopropyl-G-cyciopropyimethory-puridine-T-carhomyl - mmino] -4
mesthyl-pentancic acid ter-bulyl saten

st

:”:«vi':;vﬂc:ﬁs:awg’;m&~{f~i«~m’i§'§*@fl~mﬂmm&~3.~f"ni£mw¢ pyridine-Z- sarboeviic ama {5 -ethyi
Trmzihvicarbamoyi-propyl-amige,

SCyclopropy-G-ovoiopropy nethory-pyridine- 2 -Caborn yie amd eel-buryiamics;
Avelopropy--f terabyydro- furan-E - yirmethor v peridine- 2- carbon vie aoid e
puryiamids;

.-;u(,

-Cyatopropytrethor v- 5-00, 2-difinore-apetidin- §-vibpyriding-2-carbon vhie sod 3
m&m}":-ﬂﬁﬂwﬂ“ﬁ—?gwmi&;&

5-Cyelopropyl-G-oyoiopropyimethos: y-pyridns-2-carbon vic acid {2-o50-
[L. 3 omazman- -yl -amide;
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5.Cyclopropyl-6-(2,2,2-rifluore-1 -methyb-sthoxy)-poridine- 2-casbonylic zoid ({53
L-garbamoyt-3-methyl-batel amide;

AnCryclopropyi-6-(2,2,2-wifluors- | -methrvi-ethorypyridme- 2-carborylic aoid [1-
ety i-{S-mathyb- 1,2 4loradiszol-3-wethyl -emide;

5-Cyclopropyb-ircyclopropyimethory-pynidive- 2~cathorylic aoid ((+-carbamoyl-
eyclopropyi-methy!-anmide;

S-Cyriopropyi-t-cyclopropylmethon p-pyridine-2-carbosviic acid (- carbamoyi-
ovolopropylamethyl -aonide;

t-Uvclopropyimethor y- 5-(3 3-diflnoro-azetidin- |-yl -pryridine-Z «carbos whio acid
- carbamoyi-cyeiopropyl-methyl-amide,

&-Cyoiopropyimetiory-5-{3 3-diftucro-aratide- 1 -y -pyridine-2-carpaxvlic acid (-
oarbumoyi-cysiopropryt-rrethy] -amide:;

&-Cwvolopropyimehiony-5-3 3-difluoro-azetidin- 1yl Fpymidine-2-carbox ylic acid (-
trifruoromethyi-cyveloprapyl - amids; '

(- 5-Cyctopropyt-G-oyciopropyimethor v-pyridime -2 -carbog yiic aod S-2-

evetonropyi- {G-mydrory-pyrrokdin- b vicarramoy]-ethod -amide;
(-3-S-Cyctopropy-S-cyciopropyimethor v-pynding-2 «carborviie acmd F{5R2-

oycioprpyte L 3enydrog y-pyrrobidin. - picarbanmey] ety -amide;

(¥ 3-Cyclopropyl-é-cvclopropylmethos y-ryridine- 2-carborvlic acid [[SE>-
cvalopropyhlS-metryt -1 1L Sjonadigzol- 3-yl-mnethyD-amide,

e o ey L 1 v, Croyt b T msepen et L TS S LA o
{5 Sl wnlampropeyl-6- (2 premthvub-reopane- | -sulfonyl-pynidips-Z-carbosvhie smd

5

Lie

cystopropyis i~ S-methyi-l 1L 4lonadmzo yl-othyl-amide; ang

=

{-p-5-Courloprapyl-6-(E-metnd-propane- F-salfonyl h-pyridine-2 - carbodyiic goxd |-

svchepropyisl<{S-methyl-l 1.2 dToxadinzol-3-yh-ethyi amide.
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In a second aspect, there is provided a process for the preparation of a compound as defined

above comprising the reaction of a compound of formula (A)

(A)

. < ~ 34 ‘ 1 o . - B . i
in the presence of NHR™R', an amide bond forming coupling agent and 2 base, wherein R’

to R* are as defined above.

In a third aspect, there is provided a compound as defined above for use as therapeutically

active substance.

In a fourth aspect, there is provided a pharmaceutical composition comprising a compound as

defined above and a therapeutically inert carrier.

In a fifth aspect, there is provided the use of a compound as defined above for the preparation
of a medicament for the
eatment or prophylaxis of pain, atherosclerosis, regulation of bone mass, inflammation,
ischemia, reperfusion imjury, systemic fibrosis, liver fibrosis, lung fibrosis, kidney fibrosis,
chronic allograft nephropathy, congestive heart failure, myocardial infarction, systemic
sclerosis, glomerﬁlonephro;)athy, thermal injury, burning, hypertrophic scars, keloids,

gingivitis pyrexia, liver cirrhosis or tumors.

In a sixth aspect, there is provided a compound as defined above for use in the treatment or
prophylaxis of pain,
atherosclerosis, regulation of bone mass, inflammation, ischemia, reperfusion injury,
systemic fibrosis, liver fibrosis, lung fibrosis, kidney fibrosis, chronic allograft
nephropathy, congestive heart failure, myocardial infarction, systemic sclerosis,
ciomerulonephropathy, thermal mmjury, burning, hyperrophic scars, keioids, gingivitis

pyrexia, liver cirrhosis Or tUMOTS.



5z

In the present description the term “alkyl”, alone or in combination with other
groups, signifies a straight-chain or branched-chain alkyl group with 1 to 8 carbon atoms,
particularly a straight or branched-chain alky! group with ! to 6 carbon atoms and more
particularly a straight or branched-chain alkyl group with 1 to 4 carbon atoms. Examples
of straight-chain and branched-chain C;-Cy alky! groups are methyl, ethyl, propyl,
isopropyl, butyl, 1sobutyl, tert.-butyl, the isomeric pentyls, the isomeric hexyls, the
1someri¢ heptyls and the isomeric octyls, particularly methyl, ethyl, propyl, butyl and
pentyl more particularly methyl, ethyl, propyl, isopropyl, isobutyl, tert.-butyl and
1sopentyl.

The term “cycloalkyl”, alone or n combination with other groups, signifies &
cycloalkyl ring with 3 to & carbon atoms and particularly a cycloalkyl ring with 3 to 6
carbon atoms. Examples of cycloalky! are cyclopropyl, cyclobutyl, cyclopentyl and
cyclohexyl, cycloheptyl and cyclooctyl. Particular cycloalleyl are cyclopropyl, cyvclobutyl,
cyclopenty! and cyclohexyl. Cyclopropyl, cyclobutyl and cyclopenty! are particular
examples.

The term “alkoxy”, alone or in combination with other groups, signifies a group of
the formula  alkyl-O- m which the term "alkyl" has the previously given significance,
such as methoxy, ethoxy, n-propoxy, 180propoxy, n-butoxy, isobutoxy, sec-butoxy and
tert-butoxy, particularly methoxy and cthoxy.

The terms “cycloalkyloxy™ or “cycloalkoxy™, alone or in combination with other
groups, signify a group of the formula cycloalkyl-O- in which the term “cycloalkyl™ has
the previously given significance, such as cyclobutyloxy, cyclopentyloxy or

cyclohexyloxy.

The term “phenyloxy”, alone or m combination with other groups, signifies a
phenyl-O- group.

The term “oxy”, alonc or m combination with other erouns, signifies the -O- group.
o faud i L‘" o N



