10

15

20

25

30

WO 2018/158212 PCT/EP2018/054733

CLAIMS

1. A compound of formula (I)

or a salt thereof
wherein:

R is -Ci-3alkyl or cyclopropyl;

R? is -Co-3alkyl-cycloalkyl, wherein the cycloalkyl group is optionally substituted with one, two
or three R® groups which may be the same or different; or

R? is -Co-salkyl-heterocyclyl or -(CH2),0-heterocyclyl wherein each heterocyclyl is optionally
substituted by one or two R? groups which may be the same or different; or

RZ is H, -CHs, -Csalkyl optionally substituted by one, two, three, four or five fluoro, -Ca-
6alkylOR®, -CasalkylNR0aRMa  -(CH2)mSO2C1-3alkyl, -(CH2)mSO2NRI9R!!, -(CH2)mC(O)NROR!1,
(CH2)mCN, -(CH2)mCO2R®, -(CH2)mNHCO2Ci-4alkyl, -(CH2)mNHC(O)Ci-4alkyl or -(CH2)nheteroaryl
wherein the heteroaryl is optionally substituted by one or two R? groups which may be the same or
different;

R3is H, -Ci-4alkyl, cyclopropyl, -CH2F, -C1-3alkylOR® or -Ci-3alkyICN;

R*is phenyl or a heteroaryl group wherein each are optionally substituted by one, two or three
R7 groups which may be the same or different;

each R® is independently halo, -Cosalkyl-R®, -O-Casalkyl-R8, -OCHzphenyl, -CN or -S02C:-
salkyl;

Réis H or -Ci-4alkyl;

each R7 is independently oxo, halo, -Ci-salkyl optionally substituted by one, two or three fluoro,
-Co-3alkylORS, -OC>-3alkylOR®, -Co-3alkyINR!OR?, -Co-3alkyl-CONR1PR!!, -CN, -SO,-Ci-3alkyl,-SO2NR1OR !
or-SO2phenyl optionally substituted by -Ci-4alkyl ;

R® is H, -OR®, -NR!0R!! or heteroaryl;

each R? is idependently halo, -Ci-salkyl, cyclopropyl, cyclobutyl, -CH2CF3, -CH2CHF2, -CH2CH3F,
-OCH2CH20Ré,  -Co-3alkylORS®, -Co-3alkyINR1°R1!, -NHCH2CH20R®, -NHCO:Ci-salkyl, oxo, -C(O)RS, -
C(O)ORE or -C(O)NR!0R!1;
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R10 and R! are each independently selected from H and -Cialkyl; or R and R!! may join
together with the nitrogen to which they are attached, to form a 4 to 7-membered heterocyclyl
optionally substituted by one or two substituents independently selected from -Ci-salkyl optionally
substituted with one, two or three fluorine atoms, -C24alkylOH, -OH and F;

R10a gand R!1a gre each independently selected from H and -Ci-zalkyl;

m is an integer selected from 2, 3 or 4;

n is an integer selected from 0, 1, 2, 3 or 4; and

p is an integer selected from 2, 3 or 4.

2. A compound or salt thereof according to claim 1 wherein R is methyl.

3. A compound or salt thereof according to claim 1 or claim 2 wherein R? is a -Co-3alkyl-Cs-
7cycloalkyl group, wherein the Cs-zcycloalkyl group is selected from cyclopropyl, cyclobutyl, cyclohexyl
or bicyclo[3.1.0]hexanyl said groups being optionally substituted with one, two or three R> groups
which may be the same or different.

4, A compound or a salt thereof according to claim 1 or claim 2 wherein R? is -Co-4alkyl-
heterocyclyl wherein the heterocyclyl is selected from oxetanyl, tetrahydrofuranyl, tetrahydro-2 4
pyranyl, morpholinyl, piperidinyl, piperazinyl, (155s)-3-oxabicyclo[3.1.0]hexanyl and (1/,55)-3-
azabicyclo[3.1.0]hexanyl said groups being optionally substituted by one or two R® groups which may
be the same or different.

5. A compound or salt thereof according to claim 1 or claim 2 wherein R? is methyl, ethyl, propyl,
iso-propyl, butyl, -CH2CH2CH(CH3)2, -CH2CH(CH3)2, -CH2CH20R®, -CH2CH2CH20R®, -CH2CH(CH3)OR®, -
CH2CH2CH(CH3)ORS, -CH2CH2CH(CH3)NR°R!,  -CH2CH2CH2NR'°R!?, -(CH2)mSO2CHs, -
(CH2)mC(O)NHCHSs, -(CH2)mCN, -(CH2)mCO2R, -(CH2)mCF3 and -(CH2)mNHCO2C(CH3)s.

6. A compound or salt thereof according to claim 1 or claim 2 wherein R? is -(CH2)nCs-sheteroaryl
wherein the Cs-sheteroaryl group is selected from furanyl, thienyl, pyrrolyl, triazolyl, thiazolyl, oxazolyl,
isoxazolyl, oxadiazolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, isoxazolyl, pyridinyl, pyridazinyl,
pyrazinyl and pyrimidinyl said groups being optionally substituted by one or two substituents
independently selected from halo, Ci-4alkyl, Cs-4cycloalkyl and -Co-3alkylOR®.

7. A compound or salt thereof according to any of the preceding claims wherein R3 is H, methyl,
ethyl, -CH2F, -CH20H, -CH(OH)CH3, -CH20Me or -CH2CN.
8. A compound or salt thereof according to any of the preceding claims wherein R* is

unsubstituted phenyl or is phenyl substituted by one or two R? groups which may be the same or
different selected from halo, -Ci-4alkyl, -Co-3alkylOR® and —CN.

9. A compound or salt thereof according to any one of claims 1 to 7 wherein R* is a heteroaryl
group selected from the group consisting of pyridyl, indolyl and pyrrolopyridinyl said groups being
optionally substituted by one, two or three R” groups which may be the same or different.

10. A compound which is selected from Examples 1 to 261, or a salt thereof.

11. A compound which is selected from
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MN-((1r,45)-4-hydroxycyclohexyl)- AB-methyl-1-((5)-1-phenylethyl)-1 #pyrazole-3,5-dicarboxamide;
M-((1R,3R 55,61)-3-hydroxybicyclo[3.1.0]hexan-6-yl)-AB-methyl-1-((S)-1-phenylethyl)-1 #pyrazole-
3,5-dicarboxamide

M-((1R 55,6 )-3-oxabicyclo[3.1.0]hexan-6-yl)-1-(( S)-1-(4-chlorophenyl)ethyl)-AB-methyl- 1 4
pyrazole-3,5-dicarboxamide;
(8)-M-methyl-1-(1-phenylethyl)- AP-(1 H#-pyrazol-4-yl)-1 H-pyrazole-3,5-dicarboxamide;
1-((5)-1-(4-chlorophenyl)ethyl)-AP-((1R,3R, 55,6 /)-3-hydroxybicyclo[3.1.0]hexan-6-yl)-A2-methyl-1 A
pyrazole-3,5-dicarboxamide;

1-((5)-1-(3-chlorophenyl)ethyl)-AP-((1R,3R,55,6/)-3-hydroxybicyclo[ 3.1.0]hexan-6-yl)-A?-methyl-1 A
pyrazole-3,5-dicarboxamide;

M-((1R,3R 55,61)-3-hydroxybicyclo[3.1.0]hexan-6-yl)-AB-methyl-1-((S)-1-phenylpropyl)-1 4
pyrazole-3,5-dicarboxamide; and

M-((1r,45)-4-methoxycyclohexyl)-AB-methyl-1-(( S)-1-phenylethyl)-1 A pyrazole-3, 5-dicarboxamide
or a salt thereof.

12. A compound which is AP-((1R 55,6/)-3-oxabicyclo[3.1.0]hexan-6-yl)-AB-methyl-1-((S)-1-
phenylethyl)-1A-pyrazole-3,5-dicarboxamide represented by the formula

° N/H
N "

13. A compound according to any of the preceding claims or a pharmaceutically acceptable salt

or a salt thereof.

thereof.
14, A pharmaceutical composition comprising a compound or a pharmaceutically acceptable salt
thereof as defined in claim 13 and one or more pharmaceutically acceptable excipients.
15. A combination comprising a compound or a pharmaceutically acceptable salt thereof as
defined in claim 13 together with one or more other therapeutically active agents.
16. A compound or a pharmaceutically acceptable salt thereof as defined in claim 13, for use in
therapy.
17. A compound or a pharmaceutically acceptable salt thereof as defined in claim 13, for use in
the treatment of a disease or condition for which a bromodomain inhibitor is indicated.
18. A compound for use according to claim 17, wherein the disease or condition is an acute or
chronic autoimmune and/or inflammatory condition.
19. A compound for use according to claim 17, wherein the disease or condition involves an
inflammatory response to an infection with bacteria, a virus, fungi, a parasite or their toxins.
20. A compound for use according to claim 17, wherein the disease or condition is a viral infection.
21, A compound for use according to claim 17, wherein the disease or condition is cancer.
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22. A compound for use according to claim 17, wherein the disease or condition is rheumatoid
arthritis.

23. The use of a compound or a pharmaceutically acceptable salt thereof as defined in claim 13,
in the manufacture of a medicament for the treatment of a disease or condition for which a
bromodomain inhibitor is indicated.

24. A method of treatment of a disease or condition for which a bromodomain inhibitor is indicated
in a subject in need thereof which comprises administering a therapeutically effective amount of
compound or a pharmaceutically acceptable salt thereof as defined in claim 13.

25. A method of treatment according to claim 24, wherein the disease or condition is an acute or
chronic autoimmune and/or inflammatory condition.

26. A method of treatment according to claim 24, wherein the disease or condition involves an
inflammatory response to an infection with bacteria, a virus, fungi, a parasite or their toxins.

27. A method of treatment according to claim 24, wherein the disease or condition is a viral
infection.

28. A method of treatment according to claim 24, wherein the disease or condition is cancer.

29. A method of treatment according to claim 24, wherein the disease or condition is rheumatoid
arthritis.

30. A method of treatment according to any one of claims 24 to 29, wherein the subject is a

human.
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