1. Junginys, kurio formulė (I):
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Claims

1. A compound according to Formula (I):

AN

or stereoisomers, tautomers, a pharmaceutically acceptable salts, or solvates thereof,
wherein

ur ]

4/27/2020




arba jo stereoizomerai, tautomerai, farmaciniu požiūriu priimtinos druskos arba solvatai,

kur

R2 yra nepriklausomai parinktas iš H ir C1-4 alkilo, pakeisto 1-5 R9;

R13 yra nepriklausomai parinktas iš H, D ir C1-4 alkilo, pakeisto 1-3 R9; 

R3 ir R4 yra nepriklausomai parinkti iš H, C1-7 alkilo, pakeisto 1-3 R9, -(CR7R7)r-C3-8 cikloalkilo, pakeisto 1-3 R8, -(CR7R7)r-arilo, pakeisto 1-3 R8, C2-7 alkenilo, pakeisto 1-3 R9, -(CR7R7)r-5-6-nario heterociklinio žiedo, pakeisto 1-3 R8, -(CR7R7)r-5-6-nario heteroarilo žiedo, pakeisto 1-3 R8 arba R3 ir R4 kartu su N, prie kurio jie yra prijungti, siekiant gauti 4-9 narį heterociklinį žiedą, pakeistą 1-3 R8;
X1, X2, X3 ir X4 yra nepriklausomai parinkti iš CR5 ir N; su sąlyga, kad ne daugiau kaip du iš X1, X2, X3 arba X4 yra N;
R5 yra nepriklausomai parinktas iš H, F, Cl, OR7, CN, N(R7)2, C1-4 alkilo, pakeisto 1-5 R9, C1-4 alkoksi, pakeisto 1-5 R9 ir C1-4 heteroalkilo, pakeisto 1-5 R9;
R6 yra C3-8 cikloalkilas, kuris yra pakeistas R10 ir (-CH2)0-1R11;

R7 yra nepriklausomai parinktas iš H, C1-4 alkilo ir C3-6 cikloalkilo; arba R7 ir R7 kartu su anglies atomu, prie kurio abu prijungti, sudaro C3-6 cikloalkilo žiedą; 

R8 yra nepriklausomai parinktas iš H, D, C1-6 alkilo, pakeisto 1-5 R9, C2-6 alkenilo, C2-6 alkinilo, fenilo, -(CH2)r-C3-6 cikloalkilo, F, Cl, Br, CN, COOH ir C1-4 alkoksi;
R9 yra nepriklausomai parinktas iš H, D, F, Cl, NH2, OH, OC1-5 alkilo, C1-5 alkilo, C1-5 heteroalkil C3-6 cikloalkilo ir fenilo, kur, kai R9 yra Cl, NH2 arba OH, nėra pakeistas C1 alkilu prie kurio jis yra prijungtas;
R10 yra nepriklausomai parinktas iš H, D, C1-4 alkilo, F, Cl, Br, OR7, NHC(=O)OR7 ir NHC(=O)OR7; 

R11 yra nepriklausomai parinktas iš H, CN, -C(=O)R12, tetrazolilo,
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are N;
10 Rs is independently selected from H, F, CI, OR;, CN, N(Ry),, C4_4 alkyl substituted with 1-5 Rg, C;_4 alkoxy
substituted with 1-5 Rg, and C,_, heteroalkyl substituted with 1-5 Rg;
Rg is C3 g cycloalkyl which is substituted with Rqg and (-CH,)g.4Rq4;
R; is independently selected from H, C, 4 alkyl, and C, 4 cycloalkyl; or R; and R;, together with the carbon
atom to which they both attach, form a C; ¢ cycloalkyl ring;
15 Rg is independently selected from H, D, C4¢ alkyl substituted with 1-5 Rq, C, ¢ alkenyl, C, ¢ alkynyl, phenyl,
~(CH,)-C3.¢ cycloalkyl, F, CI, Br, CN, COOH, and C,_4 alkoxy;
Rg is independently selected from H, D, F, Cl, NH,, OH, OC, _salkyl, C, salkyl, C4_5 heteroalkyl C5 ¢ cycloalkyl,
and phenyl, wherein when R is CI, NH, or OH it is not substituted on C, of the the alkyl to which it is attached;
Ry is independently selected from H, D, C4_4 alkyl, F, CI, Br, OR;, NHC(=0)OR;7, and NHC(=0)OR;;
20 Ry4 is independently selected from H, CN, -C(=0)Ryj, tetrazolyl,

S0

HN—0

0,

L

0,

Ry, is independently selected from OH, OC, 4 alkyl, NH,, NHCH,CH,SO3H, and NHSO,C, jalky;
ris independently selected from zero, 1, 2, 3, and 4,
and n is slected from 1, 2, 3, or 4.

2. The compound of claim 1, wherein
40 Ryand R, areindependently selected from H, C, ; alkyl substituted with 1-3 Rg, - (CR;R;) -C5 ¢ cycloalkyl substituted
with 1-3 Rg, -(CR7R;)-aryl substituted with 1-3 Rg, C,.7alkenyl substituted with 1-3 Rg, -(CR;R7)-5-6 membered
heterocyclic ring substituted with 1-3 Rg, -(CR7R7),-5-6 membered heteroaryl ring substituted with 1-3 Rg, and Ry
and R, combine with the N to which they are attached to form the following:
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are N;
10 Rs is independently selected from H, F, CI, OR;, CN, N(Ry),, C4_4 alkyl substituted with 1-5 Rg, C;_4 alkoxy
substituted with 1-5 Rg, and C,_, heteroalkyl substituted with 1-5 Rg;
Rg is C3 g cycloalkyl which is substituted with Rqg and (-CH,)g.4Rq4;
R; is independently selected from H, C, 4 alkyl, and C, 4 cycloalkyl; or R; and R;, together with the carbon
atom to which they both attach, form a C; ¢ cycloalkyl ring;
15 Rg is independently selected from H, D, C4¢ alkyl substituted with 1-5 Rq, C, ¢ alkenyl, C, ¢ alkynyl, phenyl,
~(CH,)-C3.¢ cycloalkyl, F, CI, Br, CN, COOH, and C,_4 alkoxy;
Rg is independently selected from H, D, F, Cl, NH,, OH, OC, _salkyl, C, salkyl, C4_5 heteroalkyl C5 ¢ cycloalkyl,
and phenyl, wherein when R is CI, NH, or OH it is not substituted on C, of the the alkyl to which it is attached;
Ry is independently selected from H, D, C4_4 alkyl, F, CI, Br, OR;, NHC(=0)OR;7, and NHC(=0)OR;;
20 Ry4 is independently selected from H, CN, -C(=0)Ryj, tetrazolyl,

S0

HN—0

0,

L

0,

Ry, is independently selected from OH, OC, 4 alkyl, NH,, NHCH,CH,SO3H, and NHSO,C, jalky;
ris independently selected from zero, 1, 2, 3, and 4,
and n is slected from 1, 2, 3, or 4.

2. The compound of claim 1, wherein
40 Ryand R, areindependently selected from H, C, ; alkyl substituted with 1-3 Rg, - (CR;R;) -C5 ¢ cycloalkyl substituted
with 1-3 Rg, -(CR7R;)-aryl substituted with 1-3 Rg, C,.7alkenyl substituted with 1-3 Rg, -(CR;R7)-5-6 membered
heterocyclic ring substituted with 1-3 Rg, -(CR7R7),-5-6 membered heteroaryl ring substituted with 1-3 Rg, and Ry
and R, combine with the N to which they are attached to form the following:
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R12 yra nepriklausomai parinktas iš OH, OC1-4 alkilo, NH2, NHCH2CH2SO3H ir NHSO2C1-4 alkilo; 

r yra nepriklausomai parinktas iš nulio, 1, 2, 3 ir 4, 

ir n yra parinktas iš 1, 2, 3 arba 4.

2. Junginys pagal 1 punktą, kur
R3 ir R4 yra nepriklausomai parinkti iš H, C1-7 alkilo, pakeisto 1-3 R9, -(CR7R7)r-C3-8 cikloalkilo, pakeisto 1-3 R8, -(CR7R7)r-arilo, pakeisto 1-3 R8, C2-7 alkenilo, pakeisto 1-3 R9, -(CR7R7)r-5-6-nario heterociklinio žiedo, pakeisto 1-3 R8, -(CR7R7)r-5-6-nario heteroarilo žiedo pakeisto 1-3 R8, ir R3 ir R4 kartu su N, prie kurio jie yra prijungti, siekiant gauti šiuos junginius:
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ris independently selected from zero, 1, 2, 3, and 4,
and n is slected from 1, 2, 3, or 4.

2. The compound of claim 1, wherein
R;and R, areindependently selected from H, C, _; alkyl substituted with 1-3 R, - (CR;R;)-C; g cycloalkyl substituted
with 1-3 Rg, -(CR7Ry)-aryl substituted with 1-3 Rg, C,.;alkenyl substituted with 1-3 Rg, -(CR;R;),-5-6 membered
heterocyclic ring substituted with 1-3 Rg, -(CR;R;),-5-6 membered heteroaryl ring substituted with 1-3 Rg, and Ry
and R, combine with the N to which they are attached to form the following:
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each of which may be substituted with 1-3 Rg, and
nequals 1 or 2.
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each of which may be substituted with 1-3 Rg, and
nequals 1 or 2.
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each of which may be substituted with 1-3 Rg, and
nequals 1 or 2.
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iš kurių kiekvienas gali būti pakeistas1-3 R8, ir 

n lygus 1 arba 2.

3. Junginys pagal 1 punktą, kur
R3 ir R4 yra nepriklausomai parinkti iš H, C1-7 alkilo, pakeisto 1-3 R9, -(CR7R7)r-C3-8 cikloalkilo, pakeisto 1-3 R8, -(CR7R7)r-arilo, pakeisto 1-3 R8, C2-7 alkenilo, pakeisto 1-3 R9,
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n equals 1 or 2.

The compound according to claim 1 wherein,
Rzand R, areindependently selected from H, C,_; alkyl substituted with 1-3 Rg, - (CR7Ry),-C5.4 cycloalkyl substituted

with 1-3 Rg, -(CR7Ry)-aryl substituted with 1-3 Rq, C,_zalkenyl substituted with 1-3 Rg,

o0

difloile;
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, each of which can be substituted with 1-3 Rg, and R; and R, combine with the N to which they are attached to
form a 4-9 membered heterocyclic ring substituted with 1-3 Rg; and
nequals 1 or2.

‘A compound according to claim 1 of Formula (1l):

(I

or an enantiomer, a diastereomer, a sterecisomer, a pharmaceutically acceptable salt thereof, wherein
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iš kurių kiekvienas gali būti pakeistas 1-3 R8 ir R3 ir R4 kartu su N, prie kurio jie yra prijungti, siekiant gauti 4-9-narį heterociklinį žiedą, pakeistą 1-3 R8; ir n lygus 1 arba 2.

4. Junginys pagal 1 punktą, kurio formulė (II):
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nequals 1or 2.

4. A compound according to claim 1 of Formula (1I):

(48]
or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

Ry is independently selected from H and C,_4 alkyl substituted with 1-5 Rg;

Ry3 is independently selected from H, D, and C, 4 alkyl substituted with 1-3 Rq;

Rj and R, are independently selected from H, C, ; alkyl substituted with 1-3 Rg, - (CR;R;),-C, ¢ cycloalkyl
substituted with 1-3 Rg, and -(CR;R)-aryl substituted with 1-3 Rg;

X1, X2, X3, and X* are independently selected from CR5 and N; provided no more than two of X', X2, X3, or X*
are N;

Rs is independently selected from H, F, Cl, OR;, CN, N(R),, C4.4 alkyl substituted with 1-5 Rg, C4_4 alkoxy
substituted with 1-5 Rg, and C,_, heteroalkyl substituted with 1-5 Rg;

Rgis

Ry
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arba jo enantiomeras, diastereomeras, stereoizomeras, farmaciniu požiūriu priimtina druska, kur
R2 yra nepriklausomai parinktas iš H ir C1-4 alkilo, pakeisto 1-5 R9; 

R13 yra nepriklausomai parinktas iš H, D ir C1-4 alkilo, pakeisto 1-3 R9;

R3 ir R4 yra nepriklausomai parinkti iš H, C1-7 alkilo, pakeisto 1-3 R9, -(CR7R7)r-C3-6 cikloalkilo, pakeisto 1-3 R8 ir -(CR7R7)r-arilo, pakeisto 1-3 R8; 

X1, X2, X3 ir X4 yra nepriklausomai parinkti iš CR5 ir N; su sąlyga, kad ne daugiau kaip du iš X1, X2, X3 arba X4 yra N;

R5 yra nepriklausomai parinktas iš H, F, Cl, OR7, CN, N(R7)2, C1-4 alkilo, pakeisto 1-5 R9, C1-4 alkoksi, pakeisto 1-5 R9 ir C1-4 heteroalkilo, pakeisto 1-5 R9; 

R6 yra
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T

Rs
Im

or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

R, is independently selected from H and C,_4 alkyl substituted with 1-5 Rg;

Ry is independently selected from H, D, and C, 4 alkyl substituted with 1-3 Rg;

R; and R, are independently selected from H, C, ; alkyl substituted with 1-3 Rg, - (CR;R;),-C, ¢ cycloalkyl
substituted with 1-3 Rg, and -(CR;Ry)-aryl substituted with 1-3 Rg;

X1, X2, X3, and X* are independently selected from CRs and N; provided no more than two of X', X2, X3, or X4
are N;

Res is independently selected from H, F, Cl, OR7, CN, N(Ry7),, C,4 alkyl substituted with 1-5 Ry, C;_4 alkoxy
substituted with 1-5 Rg, and C, 4 heteroalkyl substituted with 1-5 Rg;

Rgis

Ry

Ry is independently selected from H, C, 4 alkyl, and C, 4 cycloalkyl; or R; and Ry, together with the carbon
atom to which they both attach, form a C g cycloalkyl ring;

Rg is independently selected from H, C4 g alkyl substituted with 1-5 Rg, C,_¢ alkenyl, C, ¢ alkynyl, -(CH,),-C5.¢
cycloalkyl, F, Cl, Br, CN, and COOH;

Rgis independently selected from H, F, Cl, NH,, OH, OC,_salkyl, C;_salkyl, C,_s heteroalkyl C, ¢ cycloalkyl, and
phenyl wherein when Ry is CI, NH, or OH it is not substituted on C, of the the alkyl to which it is attached;
Ry is independently selected from H, D, C44 alkyl, F, Cl, Br, OR;, NHC(=0O)OR;, and NHC(=O)OR7;

Ry4 is independently selected from CN, -C(=O)R, tetrazolyl,
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R7 yra nepriklausomai parinktas iš H, C1-4 alkilo ir C3-6 cikloalkilo; arba R7 ir R7, kartu su anglies atomu, prie kurio jie abu prisijungia, sudaro C3-6 cikloalkilo žiedą;

R8 yra nepriklausomai parinktas iš H, C1-6 alkilo, pakeisto 1-5 R9, C2-6 alkenilo, C2-6 alkinilo, -(CH2)r-C3-6 cikloalkilo, F, Cl, Br, CN ir COOH;

R9 yra nepriklausomai parinktas iš H, F, Cl, NH2, OH, OC1-5 alkilo, C1-5 alkilo, C1-5heteroalkilC3-6cikloalkilo ir fenilo, kur, kai R9 yra Cl, NH2 arba OH, jis nėra pakeistas C1 alkilu, prie kurio jis yra prijungtas; 

R10 yra nepriklausomai parinktas iš H, D, C1-4 alkilo, F, Cl, Br, OR7, NHC(=O)OR7 ir NHC(=O)OR7; 

R11 yra nepriklausomai parinktas iš CN, -C(=O)R12, tetrazolilo,
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Ry, is independently selected from OH, OC;_4 alkyl, NH,, NHCH,CH,SO3H, and NHSO,C 4alky;
ris independently selected from zero, 1, 2, 3, and 4.

5. The compound of claim 4 having Formula (IIl):
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Ry, is independently selected from OH, OC;_4 alkyl, NH,, NHCH,CH,SO3H, and NHSO,C 4alky;
ris independently selected from zero, 1, 2, 3, and 4.

5. The compound of claim 4 having Formula (IIl):
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R12 yra nepriklausomai parinktas iš OH, OC1-4 alkilo, NH2, NHCH2CH2SO3H ir NHSO2C1-4 alkilo; 

r yra nepriklausomai parinktas iš nulio, 1, 2, 3 ir 4.

5. Junginys pagal 4 punktą, kurio formulė (III):
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Ry, is independently selected from OH, OC,_4 alkyl, NH,, NHCH,CH,SO3H, and NHSO,C; 4alky;
ris independently selected from zero, 1, 2, 3, and 4.

5. The compound of claim 4 having Formula (IIl):

(I1m)
or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

Ry is independently selected from CH3 and CD3;

Ry3 is independently selected from H and C,_4 alkyl;

R is independently selected from H and Cy_4 alkyl;

R, is independently selected from C g alkyl substituted with 1-3 Rg, -(CR;R;)-C3.g Cycloalkyl substituted with
1-3 Rg, and -(CR;R;)-aryl substituted with 1-3 Rg;

Rs is independently selected from H, F, Cl, CN and C_4 alkyl; provided one of R is H;

Rgis
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arba jo enantiomeras, diastereomeras, stereoizomeras, farmaciniu požiūriu priimtina druska, kur

R2 yra nepriklausomai parinktas iš CH3 ir CD3; 

R13 yra nepriklausomai parinktas iš H ir C1-4 alkilo; 

R3 yra nepriklausomai parinktas iš H ir C1-4 alkilo;

R4 yra nepriklausomai parinktas iš C1-6 alkilo, pakeisto 1-3 R9, -(CR7R7)r-C3-6 cikloalkilo, pakeisto 1-3 R8 ir -(CR7R7)r-arilo, pakeisto 1-3 R8; 

R5 yra nepriklausomai parinktas iš H, F, Cl, CN ir C1-4 alkilo; su sąlyga, kad vienas iš R5 yra H; 

R6 yra
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(I1m)
or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

R; is independently selected from CH3 and CDj;

R,3 is independently selected from H and C_4 alkyl;

R; is independently selected from H and C,_ alkyl;

R, is independently selected from C,_g alkyl substituted with 1-3 Rg, -(CR;R;),-C3.¢ cycloalkyl substituted with
1-3 Ry, and -(CR;R;),-aryl substituted with 1-3 Rg;

Rg is independently selected from H, F, Cl, CN and C,_, alkyl; provided one of Rs is H;

Rgis

Ry

Ry is independently selected from H, C,_4 alkyl, and C, g cycloalkyl; or R; and R, together with the carbon
atom to which they both attach, form a C g cycloalkyl ring;

Rg is independently selected from H, C4_g alkyl substituted with 1-5 Rq, C3 4 cycloalkyl, F, Cl, Br, CN, =0, and
COOH;

Rg is independently selected from H, F, Cl, NH,, OH, OC_salkyl, C4_salkyl, C3 ¢ cycloalkyl, and phenyl wherein
when Ry is CI, NH, or OH it is not substituted on C, of the the alkyl to which it is attached;

Ry is independently selected from H, D, Cy_4 alkyl, and F;
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R7 yra nepriklausomai parinktas iš H, C1-4 alkilo ir C3-6 cikloalkilo; arba R7 ir R7, kartu su anglies atomu, prie kurio jie abu prisijungia, sudaro C3-6 cikloalkilo žiedą; 

R8 yra nepriklausomai parinktas iš H, C1-6 alkilo, pakeisto 1-5 R9, C3-6 cikloalkilo, F, Cl, Br, CN, =O ir COOH;

R9 yra nepriklausomai parinktas iš H, F, Cl, NH2, OH, OC1-5 alkilo, C1-5 alkilo, C3-6 cikloalkilo ir fenilo, kur, kai R9 yra Cl, NH2 arba OH, jis nėra pakeistas C1 alkilu, prie kurio jis yra prijungtas; 

R10 yra nepriklausomai parinktas iš H, D, C1-4 alkilo ir F;

R11 yra nepriklausomai parinktas iš CN, -C(=O)R12 ir tetrazolilo; 

R12 yra nepriklausomai parinktas iš OH, OC1-4 alkilo, NH2 ir NHSO2C1-4 alkilo; ir 
r yra nepriklausomai parinktas iš nulio, 1, 2, 3 ir 4.
6. Junginys pagal 5 punktą, kurio formulė (IV):
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R, is independently selected from CN, -C(=O)R;,, and tetrazolyl;
Ry, is independently selected from OH, OC,_4 alkyl, NH,, and NHSO,C, 4alky; and

ris independently selected from zero, 1, 2, 3, and 4.

6. The compound of claim 5, having Formula (IV):

)kR
0 T/4

N—N Rs

Re 1)

or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

R; is independently selected from CH3 and CD3;
Ry3 is independently selected from H and C_4 alkyl;
Rj3 is independently selected from H and C_4 alkyl;
R, is independently selected from C, g alkyl,
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arba jo enantiomeras, diastereomeras, stereoizomeras, farmaciniu požiūriu priimtina druska, kur
R2 yra nepriklausomai parinktas iš CH3 ir CD3; 

R13 yra nepriklausomai parinktas iš H ir C1-4 alkilo; 

R3 yra nepriklausomai parinktas iš H ir C1-4 alkilo; 

R4 yra nepriklausomai parinktas iš C1-6 alkilo,

[image: image17.png]About this file - European Patent X @ CARBAMOYLOXYMETHYLTRIAZ. X ¥ .Google” vertejas x| +

C @ dataepoorg/publication-server/pdf-document?pn=3472148&ki=B18cc=EP&pd=20200311 a % 06

)k/

r, ()
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or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

lependently selected from CH; and CD3;
R‘a is independently selected from H and C,_4 alkyl;
independently selected from H and C,_, alkyl;
independently selected from C_g alkyl,

Rg /(Rx)1-3
gl
;—(CHR7)(,_2—\< H (CHR”"'ZQ H

(Rg)13

7€ Rs
§—<cun7>0_34@ : @
,and H + :

Rs is independently selected from H, F, Cl, and C,_4 alkyl; provided one of Rg is H;

Ry is independently selected from H, C4_4 alkyl, and Cj ¢ cycloalkyl;

Rg is independently selected from H, C, ¢ alkyl substituted with 1-5 R, C; ¢ cycloalkyl, F, CI, Br, CN, =O, and
COOH;

Rg is independently selected from H, F, Cl, NH,, OH, OC4_salkyl, C4_salkyl, C3 g cycloalkyl, and phenyl wherein
when Rg is Cl, NH, or OH it is not substituted on C, of the the alkyl to which it is attached;

Ryg is independently selected from H, D, C4_4 alkyl, and F;

Ry4 is independently selected from CN, -C(=O)R;,, and
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)k/

r, ()

N/N

or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

lependently selected from CH; and CD3;
R‘a is independently selected from H and C,_4 alkyl;
independently selected from H and C,_, alkyl;
independently selected from C_g alkyl,

Rg /(Rx)1-3
gl
;—(CHR7)(,_2—\< H (CHR”"'ZQ H

(Rg)13

7€ Rs
§—<cun7>0_34@ : @
,and H + :

Rs is independently selected from H, F, Cl, and C,_4 alkyl; provided one of Rg is H;

Ry is independently selected from H, C4_4 alkyl, and Cj ¢ cycloalkyl;

Rg is independently selected from H, C, ¢ alkyl substituted with 1-5 R, C; ¢ cycloalkyl, F, CI, Br, CN, =O, and
COOH;

Rg is independently selected from H, F, Cl, NH,, OH, OC4_salkyl, C4_salkyl, C3 g cycloalkyl, and phenyl wherein
when Rg is Cl, NH, or OH it is not substituted on C, of the the alkyl to which it is attached;

Ryg is independently selected from H, D, C4_4 alkyl, and F;

Ry4 is independently selected from CN, -C(=O)R;,, and
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)k/

r, ()

N/N

or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

lependently selected from CH; and CD3;
R‘a is independently selected from H and C,_4 alkyl;
independently selected from H and C,_, alkyl;
independently selected from C_g alkyl,

Rg /(Rx)1-3
gl
;—(CHR7)(,_2—\< H (CHR”"'ZQ H

(Rg)13

7€ Rs
§—<cun7>0_34@ : @
,and H + :

Rs is independently selected from H, F, Cl, and C,_4 alkyl; provided one of Rg is H;

Ry is independently selected from H, C4_4 alkyl, and Cj ¢ cycloalkyl;

Rg is independently selected from H, C, ¢ alkyl substituted with 1-5 R, C; ¢ cycloalkyl, F, CI, Br, CN, =O, and
COOH;

Rg is independently selected from H, F, Cl, NH,, OH, OC4_salkyl, C4_salkyl, C3 g cycloalkyl, and phenyl wherein
when Rg is Cl, NH, or OH it is not substituted on C, of the the alkyl to which it is attached;

Ryg is independently selected from H, D, C4_4 alkyl, and F;

Ry4 is independently selected from CN, -C(=O)R;,, and
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R5 yra nepriklausomai parinktas iš H, F, Cl ir C1-4 alkilo; su sąlyga, kad vienas iš R5 yra H; 

R7 yra nepriklausomai parinktas iš H, C1-4 alkilo ir C3-6 cikloalkilo;

R8 yra nepriklausomai parinktas iš H, C1-6 alkilo, pakeisto 1-5 R9, C3-6 cikloalkilo, F, Cl, Br, CN, =O ir COOH;

R9 yra nepriklausomai parinktas iš H, F, Cl, NH2, OH, OC1-5 alkilo, C1-5 alkilo, C3-6 cikloalkilo ir fenilo, kur, kai R9 yra Cl, NH2 arba OH, jis nėra pakeistas C1 alkilu, prie kurio jis yra prijungtas; 

R10 yra nepriklausomai parinktas iš H, D, C1-4 alkilo ir F; 

R11 yra nepriklausomai parinktas iš CN, -C(=O)R12 ir
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and
Rz is independently selected from OH and NHSO,C,_4alky.

7. The compound of claim 6 or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt
thereof, wherein R, is independently selected from

il g mall it
(T ark
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ir

R12 yra nepriklausomai parinktas iš OH ir NHSO2C1-4alkilo.

7. Junginys pagal 6 punktą arba jo enantiomeras, diastereomeras, stereoizomeras, farmaciniu požiūriu priimtina druska, kur R4 yra nepriklausomai parinktas iš
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Ry R
A0S0 <

Rg is independently selected from H, F, CI, Br, CN, and C4_4 alkyl.

and

8. The compound of claim 7 having Formula (V):
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Ry R
A0S0 <

Rg is independently selected from H, F, CI, Br, CN, and C4_4 alkyl.

and

8. The compound of claim 7 having Formula (V):

7:53PM
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Ry R
A0S0 <

Rg is independently selected from H, F, CI, Br, CN, and C4_4 alkyl.

and

8. The compound of claim 7 having Formula (V):
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ir 

R8 yra nepriklausomai parinktas iš H, F, Cl, Br, CN ir C1-4 alkilo.

8. Junginys pagal 7 punktą, kurio formulė (V):
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or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

R; is independently selected from CH; and CD3;
Ry3 is independently selected from H and CHj;
Ry is independently selected from H and CH;
Ry is independently selected from
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arba jo enantiomeras, diastereomeras, stereoizomeras, farmaciniu požiūriu priimtina druska, kur
R2 yra nepriklausomai parinktas iš CH3 ir CD3; 

R13 yra nepriklausomai parinktas iš H ir CH3; 

R3 yra nepriklausomai parinktas iš H ir CH3; 

R4 yra nepriklausomai parinktas iš
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lependently selected from

nllln gl el

Ry Ry
A \/Of\/@ ,ande”%@ ;

Rs is independently selected from H, F, and C4_4 alkyl;

and
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lependently selected from

nllln gl el

Ry Ry
A \/Of\/@ ,ande”%@ ;

Rs is independently selected from H, F, and C4_4 alkyl;

and
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lependently selected from

nllln gl el

Ry Ry
A \/Of\/@ ,ande”%@ ;

Rs is independently selected from H, F, and C4_4 alkyl;

and
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R5 yra nepriklausomai parinktas iš H, F ir C1-4 alkilo;

R8 yra nepriklausomai parinktas iš H, F, Cl, Br, CN ir C1-4 alkilo; 

R10 yra nepriklausomai parinktas iš H, D ir F; ir 
R11 yra nepriklausomai parinktas iš-C(=O)OH ir -C(=O)NHSO2Me.

9. Junginys pagal 7 punktą, kurio formulė (VI):
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Rg is independently selected from H, F, Cl, Br, CN, and C,_, alkyl;
Ry is independently selected from H, D, and F; and
Ry, is independently selected from-C(=0)OH, and -C(=O)NHSO,Me.

9. The compound of claim 7 having Formula (VI):

O/KN/R,,

/

Ra (vp
or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

R; is independently selected from CH; and CD3;
Ry3 is independently selected from H and CHj;
Rj3 is independently selected from H and CHg;
R, is independently selected from
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arba jo enantiomeras, diastereomeras, stereoizomeras, farmaciniu požiūriu priimtina druska, kur
R2 yra nepriklausomai parinktas iš CH3 ir CD3; 

R13 yra nepriklausomai parinktas iš H ir CH3; 

R3 yra nepriklausomai parinktas iš H ir CH3; 

R4 yra nepriklausomai parinktas iš
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or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein
R, is independently selected from CH3 and CDj;
Ry is independently selected from H and CH;

R, is independently selected from H and CHj;
R, is independently selected from

Qﬁijﬂijﬁfﬂ f\bﬂ,ﬁf, <]

2 <:/(R8)1.3 H_FF\/<>(R8)|-3 "FH\L<><RS)1-3 §_<:|

ﬁv@f\/@f\L@

Rs is independently selected from H and CH3; and
Rg is independently selected from H, F, CI, Br, CN, and C,_4 alkyl.

10. The compound of claim 4 having Formula (VII):
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or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein
R, is independently selected from CH3 and CDj;
Ry is independently selected from H and CH;

R, is independently selected from H and CHj;
R, is independently selected from

Qﬁijﬂijﬁfﬂ f\bﬂ,ﬁf, <]

2 <:/(R8)1.3 H_FF\/<>(R8)|-3 "FH\L<><RS)1-3 §_<:|

ﬁv@f\/@f\L@

Rs is independently selected from H and CH3; and
Rg is independently selected from H, F, CI, Br, CN, and C,_4 alkyl.

10. The compound of claim 4 having Formula (VII):

804 PM

2 Q) Ut ]

4/27/2020




ir [image: image31.png]About this file - European Patent X = @ CARBAMOYLOXYMETHYL TRIAZ. X ¥ .Google” vertejas x| + - X

C @ dataepoorg/publication-server/pdf-document?pn=3472148&ki=B18cc=EP&pd=20200311 a % 0O @ H
CARBAMOYLOXYMETHYL TRIAZOLE CYCLOHEXYL ACIDS AS LPA ANTAGONISTS - European Patent Office - EP... 229 /280

or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein
R, is independently selected from CH3 and CDj;
Ry is independently selected from H and CH;

R, is independently selected from H and CHj;
R, is independently selected from

Qﬁijﬂijﬁfﬂ f\bﬂ,ﬁf, <]

2 <:/(R8)1.3 H_FF\/<>(R8)|-3 "FH\L<><RS)1-3 §_<:|

ﬁv@f\/@f\L@

Rs is independently selected from H and CH3; and
Rg is independently selected from H, F, CI, Br, CN, and C,_4 alkyl.

10. The compound of claim 4 having Formula (VII):
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R5 yra nepriklausomai parinktas iš H ir CH3; ir 
R8 yra nepriklausomai parinktas iš H, F, Cl, Br, CN ir C1-4 alkilo.

10. Junginys pagal 4 punktą, kurio formulė (VII):
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Ri3 (o]
)J\ Ry
AN o N/

N
\\N/N\ R3

Ra v
or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

Ry is independently selected from CH3 and CD3;

Ry3 is independently selected from H and C,_4 alkyl;

R is independently selected from H and Cy_4 alkyl;

R, is independently selected from C, ¢ alkyl substituted with 1-3 Ry, (CR;R;)-C; ¢ cycloalkyl substituted with
1-3 Rg, and -(CR;R7),-aryl substituted with 1-3 Rg;

Rg is independently selected from H, F, CI, CN, and C,_4 alkyl;

Rgis
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arba jo enantiomeras, diastereomeras, stereoizomeras, farmaciniu požiūriu priimtina druska, kur
R2 yra nepriklausomai parinktas iš CH3 ir CD3; 

R13 yra nepriklausomai parinktas iš H ir C1-4 alkilo; 

R3 yra nepriklausomai parinktas iš H ir C1-4 alkilo;

R4 yra nepriklausomai parinktas iš C1-6 alkilo, pakeisto 1-3 R9, (CR7R7)r-C3-6 cikloalkilo, pakeisto 1-3 R8 ir -(CR7R7)r-arilo, pakeisto 1-3 R8; 
R5 yra nepriklausomai parinktas iš H, F, Cl, CN ir C1-4 alkilo; 
R6 yra
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Rz (VI

or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

R, is independently selected from CH; and CDj;

Ry is independently selected from H and C,_4 alkyl;

R; is independently selected from H and C,_4 alkyl;

R, is independently selected from C, g alkyl substituted with 1-3 Rq, (CR;R;)-C;.¢ Cycloalkyl substituted with
1-3 Rq, and -(CR7Ry),-aryl substituted with 1-3 Rq;

R is independently selected from H, F, Cl, CN, and C,_4 alkyl;

Rgis

Ry

Ry is independently selected from H, C,_4 alkyl, and C, g cycloalkyl; or R; and R, together with the carbon
atom to which they both attach, form a C5 ¢ cycloalkyl ring;

Rg is independently selected from H, C4 g alkyl substituted with 1-5 Rq, C3 4 cycloalkyl, F, Cl, Br, CN, =O, and
COOH;

Rgis independently selected from H, F, Cl, NH,, OH, OC, salkyl, C, salkyl, C5 g cycloalkyl, and phenyl, wherein
when Ry is Cl, NH, or OH it is not substituted on C; of the the alkyl to which it is attached;

Ry is independently selected from H, C,_4 alkyl, and F;

Ry4 independently selected from-C(=O)R, and tetrazolyl;

Ry, is independently selected from OH and NHSO,C,_4alky; and

ris independently selected from zero, 1, 2, 3, and 4.

11. The compound of claim 10, or an enantiomer, a diastereomer, a sterecisomer, a pharmaceutically acceptable salt
thereof, wherein
R, is independently selected from CH3 and CD3;
Ry3 is independently selected from H and CHg;
R; is independently selected from H and CHj;
R, is independently selected from C, g alkyl,
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R7 yra nepriklausomai parinktas iš H, C1-4 alkilo ir C3-6 cikloalkilo; arba R7 ir R7, kartu su anglies atomu, prie kurio jie abu prisijungia, sudaro C3-6 cikloalkilo žiedą;

R8 yra nepriklausomai parinktas iš H, C1-6 alkilo, pakeisto 1-5 R9, C3-6 cikloalkilo, F, Cl, Br, CN, =O ir COOH;

R9 yra nepriklausomai parinktas iš H, F, Cl, NH2, OH, OC1-5 alkilo, C1-5 alkilo, C3-6 cikloalkilo ir fenilo, kur, kai R9 yra Cl, NH2 arba OH, jis nėra pakeistas C1 alkilu, prie kurio jis yra prijungtas;

R10 yra nepriklausomai parinktas iš H, C1-4 alkilo ir F; 

R11 yra nepriklausomai parinktas iš -C(=O)R12 ir tetrazolilo; 

R12 yra nepriklausomai parinktas iš OH ir NHSO2C1-4alkilo; ir 
r yra nepriklausomai parinktas iš nulio, 1, 2, 3 ir 4.

11. Junginys pagal 10 punktą arba jo enantiomeras, diastereomeras, stereoizomeras, farmaciniu požiūriu priimtina druska, kur
R2 yra nepriklausomai parinktas iš CH3 ir CD3; 

R13 yra nepriklausomai parinktas iš H ir CH3; 

R3 yra nepriklausomai parinktas iš H ir CH3; 

R4 yra nepriklausomai parinktas iš C1-6 alkilo,
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35
Ry is independently selected from H, C, 4 alkyl, and Cj ¢ cycloalkyl; or R; and R, together with the carbon
atom to which they both attach, form a C; ¢ cycloalkyl ring;
Rg is independently selected from H, C, g alkyl substituted with 1-5 Ry, C5 ¢ cycloalkyl, F, Cl, Br, CN, =0, and
COOH;

40 Rgis independently selected from H, F, Cl, NH,, OH, OC, salkyl, C, salkyl, C5 ¢ cycloalkyl, and phenyl, wherein

when Ry is Cl, NH, or OH it is not substituted on C; of the the alkyl to which it is attached;
Ry is independently selected from H, C,_4 alkyl, and F;

Ry, independently selected from-C(=0)R;, and tetrazolyl;

Ry, is independently selected from OH and NHSO,C,_jalky; and

ris independently selected from zero, 1, 2, 3, and 4.

11. The compound of claim 10, or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt
thereof, wherein
R, is independently selected from CH, and CDj;

50 Ry3 is independently selected from H and CH3;

R; is independently selected from H and CHj;

R, is independently selected from C, ¢ alkyl,

g—(CHRﬂO-z‘\Q
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R
;_(CI 1R7)g.0 H )
H - d §(CHR7)o .

, an 5

Rs is independently selected from H, F, Cl, and C4_4 alkyl;
Rgis
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R5 yra nepriklausomai parinktas iš H, F, Cl ir C1-4 alkilo; 

R6 yra
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; Rs
g_(CHR7)o.2@ 3—(CHR7)O_24®
,and 3 ;

Rs is independently selected from H, F, Cl, and C, 4 alkyl;
Rg is

R; is independently selected from H, C4_4 alkyl, and C4_¢ cycloalkyl; and
Rg is independently selected from H, F, Cl, Br, CN, and C,_4 alkyl.

. The compound of claim 10 having Formula (VIII):
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R7 yra nepriklausomai parinktas iš H, C1-4 alkilo ir C1-6 cikloalkilo; ir 
R8 yra nepriklausomai parinktas iš H, F, Cl, Br, CN ir C1-4 alkilo.

12. Junginys pagal 10 punktą, kurio formulė (VIII):
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R;7 is independently selected from H, C4_4 alkyl, and C4_g cycloalkyl; and
Rg is independently selected from H, F, Cl, Br, CN, and C,_4 alkyl.

12. The compound of claim 10 having Formula (VIII):

(VIII)
or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein

R; is independently selected from CH; and CD3;
is independently selected from H and CH.;
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arba jo enantiomeras, diastereomeras, stereoizomeras, jo farmaciniu požiūriu priimtina druska, kur
R2 yra nepriklausomai parinktas iš CH3 ir CD3; 

R13 yra nepriklausomai parinktas iš H ir CH3; 

R3 yra nepriklausomai parinktas iš H ir CH3; 

R4 yra nepriklausomai parinktas iš
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Ry (VIIL)
or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein
R, is independently selected from CH3 and CDy;
Ry3 is independently selected from H and CHz;

R; is independently selected from H and CH;
R, is independently selected from

ndlinytneallrad pdliild

EP 3 472 148 B1
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$ e

’ququﬁf,aw,

§ C/(Rg)l_3 HJJJJ\/<>(R3)1.3 rﬁ_‘ﬁw(Rs)l-sg
Rg Ry
f\/o,f\/@ ,andf‘\L@ ;

Rs is independently selected from H, F, and CHj; and
Rg is independently selected from H, F, Cl, Br, CN, and C,_4 alkyl.

821PM
(]

4/27/2020




[image: image42.png]About this file - European Patent X = @ CARBAMOYLOXYMETHYL TRIAZ. X ¥ .Google” vertejas x| + - X

C @ dataepoorg/publication-server/pdf-document?pn=3472148&ki=B18cc=EP&pd=20200311 a % 06

CARBAMOYLOXYMETHYL TRIAZOLE CYCLOHEXYL ACIDS AS LPA ANTAGONISTS - European Patent Office - EP... 232 /280

EP 3 472 148 B1

$ e

’ququﬁf,aw,

§ C/(Rg)l_3 HJJJJ\/<>(R3)1.3 rﬁ_‘ﬁw(Rs)l-sg
Rg Ry
f\/o,f\/@ ,andf‘\L@ ;

Rs is independently selected from H, F, and CHj; and
Rg is independently selected from H, F, Cl, Br, CN, and C,_4 alkyl.
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’ququﬁf,aw,

§ C/(Rg)l_3 HJJJJ\/<>(R3)1.3 rﬁ_‘ﬁw(Rs)l-sg
Rg Ry
f\/o,f\/@ ,andf‘\L@ ;

Rs is independently selected from H, F, and CHj; and
Rg is independently selected from H, F, Cl, Br, CN, and C,_4 alkyl.
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R5 yra nepriklausomai parinktas iš H, F ir CH3; ir 
R8 yra nepriklausomai parinktas iš H, F, Cl, Br, CN ir C1-4 alkilo.

13. Junginys pagal 4 punktą, kurio formulė (IX):
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Rg is independently selected from H, F, and CH3; and
Rg is independently selected from H, F, CI, Br, CN, and C4_4 alkyl.

13. The compound of claim 4 having Formula (1X):

N—N

R (1X)
or an enantiomer, a diastereomer, a stereoisomer, a pharmaceutically acceptable salt thereof, wherein
R, is independently selected from CH; and CD3;

Ry is independently selected from H and C,_4 alkyl;
R is independently selected from H and C_4 alkyl;
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arba jo enantiomeras, diastereomeras, stereoizomeras, farmaciniu požiūriu priimtina druska, kur
R2 yra nepriklausomai parinktas iš CH3 ir CD3; 

R13 yra nepriklausomai parinktas iš H ir C1-4 alkilo; 

R3 yra nepriklausomai parinktas iš H ir C1-4 alkilo;

R4 yra nepriklausomai parinktas iš C1-6 alkilo, pakeisto 1-3 R9, (CR7R7)r-C3-6 cikloalkilo, pakeisto 1-3 R8 ir -(CR7R7)r-arilo, pakeisto 1-3 R8;

R5 yra nepriklausomai parinktas iš H, F, Cl, CN ir C1-4 alkilo; 

R6 yra
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R is independently selected from H, C44 alkyl, and Cj g cycloalkyl; or R; and R, together with the carbon
atom to which they both attach, form a C; ¢ cycloalkyl ring;

Rg is independently selected from H, C, g alkyl substituted with 1-5 Rq, C5 ¢ cycloalkyl, F, Cl, Br, CN, =0, and
COOH;

Rgis independently selected from H, F, CI, NH,, OH, OC,_salkyl, C4_salkyl, C3 ¢ cycloalkyl, and phenyl, wherein
when Rg is Cl, NH, or OH it is not substituted on C, of the the alkyl to which it is attached;

Ryq is independently selected from H and F;

Ry, is independently selected from-C(=O)R;, and tetrazolyl;

Ry, is independently selected from OH and -C(=0)NHSO,Me; and

ris independently selected from zero, 1, 2, 3, and 4.

14. The compound of claim 4, wherein said compound is selected from the group of:
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R7 yra nepriklausomai parinktas iš H, C1-4 alkilo ir C3-6 cikloalkilo; arba R7 ir R7, kartu su anglies atomu, prie kurio jie abu prisijungia, sudaro C3-6 cikloalkilo žiedą;

R8 yra nepriklausomai parinktas iš H, C1-6 alkilo, pakeisto 1-5 R9, C3-6 cikloalkilo, F, Cl, Br, CN, =O ir COOH;

R9 yra nepriklausomai parinktas iš H, F, Cl, NH2, OH, OC1-5 alkilo, C1-5 alkilo, C3-6 cikloalkilo ir fenilo, kur, kai R9 yra Cl, NH2 arba OH, jis nėra pakeistas C1 alkilu, prie kurio jis yra prijungtas;

R10 yra nepriklausomai parinktas iš H ir F; 

R11 yra nepriklausomai parinktas iš-C(=O)R12 ir tetrazolilo;

R12 yra nepriklausomai parinktas iš OH ir -C(=O)NHSO2Me; ir 
r yra nepriklausomai parinktas iš nulio, 1, 2, 3 ir 4.

14. Junginys pagal 4 punktą, kur minėtas junginys yra parinktas iš grupės:
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or an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

15. The compound of claim 4, wherein said compound is selected from the group of:
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arba jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.
15. Junginys pagal 4 punktą, kur minėtas junginys yra pasirinktas iš grupės:
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or an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

16. The compound of anyone of claims 1-8, wherein said compound has the formula:
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or an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

16. The compound of anyone of claims 1-8, wherein said compound has the formula:
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arba jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.

16. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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or an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

16. The compound of anyone of claims 1-8, wherein said compound has the formula:

an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

17. The compound of anyone of claims 1-8, wherein said compound has the formula:
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jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.
17. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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an enantiomer, a diastereomer, a sterecisomer, or a pharmaceutically acceptable salt thereof.

17. The compound of anyone of claims 1-8, wherein said compound has the formula:

an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

18. The compound of anyone of claims 1-8, wherein said compound has the formula:

=]
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jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.

18. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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an enantiomer, a diastereomer, a sterecisomer, or a pharmaceutically acceptable salt thereof.

19. The compound of anyone of claims 1-8, wherein said compound has the formula:
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jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.

19. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

19. The compound of anyone of claims 1-8, wherein said compound has the formula:

an enantiomer, a diastereomer, a sterecisomer, or a pharmaceutically acceptable salt thereof.

20. The compound of anyone of claims 1-8, wherein said compound has the formula:

4/27/2020
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jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.

20. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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an enantiomer, a diastereomer, a sterecisomer, or a pharmaceutically acceptable salt thereof.

20. The compound of anyone of claims 1-8, wherein said compound has the formula:

an enantiomer, a diastereomer, a sterecisomer, or a pharmaceutically acceptable salt thereof.

21. The compound of anyone of claims 1-8, wherein said compound has the formula:

4/27/2020
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jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.

21. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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an enantiomer, a diastereomer, a sterecisomer, or a pharmaceutically acceptable salt thereof.

22. The compound of anyone of claims 1-8, wherein said compound has the formula:
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jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.

22. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

22. The compound of anyone of claims 1-8, wherein said compound has the formula:

an enantiomer, a diastereomer, a sterecisomer, or a pharmaceutically acceptable salt thereof.

23. The compound of anyone of claims 1-8, wherein said compound has the formula:

4/27/2020

=]




jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.

23. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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an enantiomer, a diastereomer, a sterecisomer, or a pharmaceutically acceptable salt thereof.

23. The compound of anyone of claims 1-8, wherein said compound has the formula:

or an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

24. The compound of anyone of claims 1-8, wherein said compound has the formula:
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jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.

24. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

25. The compound of anyone of claims 1-8, wherein said compound has the formula:
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jo enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina druska.

25. Junginys pagal bet kurį iš 1-8 punktų, kur minėtas junginys turi formulę:
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an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

25. The compound of anyone of claims 1-8, wherein said compound has the formula:

an enantiomer, a diastereomer, a stereoisomer, or a pharmaceutically acceptable salt thereof.

26. A compound of Formula (X):
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enantiomeras, diastereomeras, stereoizomeras arba farmaciniu požiūriu priimtina jo druska.

26. Junginys, kurio formulė (X):
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CARBAMOYLOXYMETHYL TRIAZOLE CYCLOHEXYL ACIDS AS LPA ANTAGONISTS - European Patent Office - EP... 239 /280

an enantiomer, a diastereomer, a sterecisomer, or a pharmaceutically acceptable salt thereof.

26. A compound of Formula (X):

or an enantiomer, a diastereomer, or a stereoisomer thereof, wherein

Ry is independently C_g alkyl or H;
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arba jo enantiomeras diastereomeras arba stereoizomeras, kur

R20 yra nepriklausomai C1-6 alkilas arba H; 

R21 yra nepriklausomai C1-6 alkilas arba H; 

X5 ir X6 yra nepriklausomai CH arba N; ir 
X7 yra Br.

27. Junginys pagal 26 punktą, kurio formulė (XI):
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27. The compound of claim 26 having Formula (XI):

or an enantiomer, a diastereomer, or a stereoisomer thereof.

28. A pharmaceutical composition comprising one or more compounds according to anyone of claims 1-25 and a
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arba jo enantiomeras, diastereomeras arba stereoizomeras.

28. Farmacinė kompozicija, apimanti vieną arba daugiau junginių pagal bet kurį iš 1-25 punktų ir farmaciniu požiūriu priimtiną nešiklį arba skiediklį.

29. Junginys pagal bet kurį iš 1-25 punktų, skirtas naudoti terapijoje.

30. Junginys pagal bet kurį iš 1-25 punktų arba jo farmaciniu požiūriu priimtina druska, skirti naudoti gydant fibrozę žinduoliui, kuriam to reikia.

31. Junginys pagal bet kurį iš 1-25 punktų arba jo farmaciniu požiūriu priimtina druska, skirti naudoti gydant plaučių fibrozę (idiopatinę plaučių fibrozę), astmą, lėtinę obstrukcinę plaučių ligą (LOPL), inkstų fibrozę, ūminį inksto pažeidimą, lėtinę inkstų ligą, kepenų fibrozę (nealkoholinį steatohepatitą), odos fibrozę, žarnos fibrozę, krūties vėžį, kasos vėžį, kiaušidžių vėžė, prostatos vėžį, glioblastomą, kaulų vėžį, storosios žarnos vėžį, žarnyno vėžį, galvos ir kaklo vėžį, melanomą, išsėtinę mielomą, lėtinę limfoleukemiją, vėžio skausmą, naviko metastazes, persodinto organo atmetimą, sklerodermą, akių fibrozę, geltonosios dėmės degeneraciją (AMD), diabetinę retinopatiją, kolageno ir kraujagyslių ligą, aterosklerozę, Reinaudo fenomeną arba neuropatinį skausmą žinduoliui, kuriam to reikia.

