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WHAT IS CLAIMED TS: 

1, A compound of Formula 1, 

a tautomer thereof or a pharmaceutically acceptable salt of the compound or tautomer, 

wherein: 

R1 is selected from hydrogen, halo, -CN, C1-4 alkyl, Ci_4 haloalkm and OR14; 

R and R are each independently selected from hydrogen, lial<5, -CN, R6, and R or 1 and 

R3, together with carbon atoms to which they are attached, form a benzene ring or a 

pyridine ring in which the benzene ring is optioirally substituted with from one to four 

substituents independently selected from haly; -CN, R6, and R \ and the pyridine ring 

is optionally substituted with from one to three substituents independently selected 

from halo, -CN, R6, and R7; /' 

R4 has the formula 

in which ! indicate* a point of attachment; 

L is selected from'-O-, -CH2O-, and -NCR4®)-; 

R4a is Selected/from -CH2R5 and ethenyl optionally substituted with from one to three 

(a) R4C IK hydrogen, R4e is selected from hydrogen and C1-4 alkyl when L is -N(R4e)-, 

R , and R are respectively attached, form a pyrrolidine ring or a piperidine 

ring, each ring optionally substituted with from one to six substituents 

independently selected from halo, CM alkyl, and C1-4 haloalkyl; or 

(b) R4b is selected from hydrogen and C1-4 alkyl, R4' is hydrogen, L is -N(R4e)-, and 

R and R4e, together with the carbon atoms and a nitrogen atom to which R4c, 

subjuituents independently selected from halo, cyano, and R and 

and R4t> and R , together with a nitrogen atom and carbon atoms to which R , 
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R4d, and R4e are respectively attached, form a pyrrolidine ring or a piperidnyz 

ring, each ring optionally substituted with from one to six substituents 

independently selected from halo, C1-4 alkyl, and C1-4 haloalkyl; or 

(c) R4d is hydrogen, R4e is selected from hydrogen and C1-4 alkyl when L isAN(R4c)-, 

and R4h and R4c, together with the nitrogen and carbon atoms to which R4b and 

R4C are respectively attached, form pyrrolidine ring or a piperkhne ring, each 

ring optionally substituted with from one to six substitucnjtf independently 

selected from halo, C1.4 alkyl, and CM haloalkyl; 

R3 is selected from hydrogen, halo, and C1.4 alkyl; 

each R6 is independently selected from -OR8, -N(R8)RV, -NRsC(Q)Ry, -NHC(0)NR8R9, 

-NR8C(0)NHR9, -C(0)R8, -C(0)0R8, -C(0)N(R8)R9,/C(0)N(R8)OR9, 

-C(0)N(R8)S(0)2R7, -N(R8)S(0)2R7, -SR8, -S(0)R^/S(0)2R7, and -S(0)2N(R8)R9; 

each R7 is independently selected from 

(a) C1-6 alkyl, C2_6 alkenyl, and C2.6 alkynyl, ej<ch optionally substituted with from one 

to five substituents independently steeled from halo, oxo, -CN, and R10; and 

(b) C3 .10 cycloalkyl-(CH2)m-, C6-14 aryl-fC.H2)m-, C2-6 heterocyclyl-(CH2)m-, and 

C1.9 heteroaryl-(CH2)m-, cachOptionally substituted with from one to five 

substituents independently - elected from halo, oxo, -CN, R10, and Cue alkyl 

optionally substituted wKh from one to five substituents independently 

selected from halo, 0X0, -CN, and R10; 

each R8 and R9 is independently jrelected from 

(a) hydrogen; 

(b) C1-6 alkyl, C2-6 alkenyl, and C2-6 alkynyl, each optionally substituted with from one 

to five substituents independently selected from halo, oxo, -CN, and R10; and 

(c) C3.10 cycloalkyl-(CH2)m-, Ce-u aryl-(CH2)m-, C2.6 heterocyclyl-(CH2)m-, and 

Ci-<i hctcroaryl-(CH2)m-, each optionally substituted with from one to five 

jstituents independently selected from halo, oxo, -CN, R10, and Ci-6 alkyl 

optionally substituted with from one to five substituents independently 

selected from halo, oxo, -CN, and R10; 

each R/is independently selected from -OR11, -N(RU)R12, -N(Rn)C(0)R12, 

-NHC(0)NRuR12, -NRuC(0)NHR12, -C(0)Ru, -C(0)0Rn, -C(0)N(Ru)R12, 

-C(0)N(Rn)0R12, -C(0)N(Rn)S(0)2R13, -NRnS(0)2R13, -SR11, -S(0)R13, -S(0)2R13, 

and -S(0)2N(Ru)R12; 
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each Ru and R12 is independently selected from 

(a) hydrogen; and 

(b) Ci-6 alkyl and C3_io cycloalkyl-(CH2)ra-, each optionally substituted with from one 

to five substituents independently selected from halo, oxo, -CN, -•(1H, and 

-NH2; / 

each R13 is independently selected from Ci_6 alkyl and C3-10 cycloalkyHCH^i;,,-, each 

optionally substituted with from one to five substituents independently selected from 

halo, oxo, -CN, -OH, and -NH2; / 
each R14 is independently selected from hydrogen, CM alkyl, and C'1.4 haloalkyl; and 

each m is independently selected from 0, 1, 2, 3, and 4; 

wherein each heteroaryl and heterocyclyl of R7, R' , and R9 independently has one to four 

heteroatoms, each of the heteroatoms independently selected fromN, O, and S. 

2. A compound, tautomer or pharmaceutically acceptable salt according to claim 1, 

wherein R1 is hydrogen. / 

3. A compound, tautomer or pharmaccutHzally acceptable salt according to any one of 

claims 1 and 2, wherein R2 and R3 are each independently selected from hydrogen, fluoro, 

chloro, and methyl. 

4. A compound, tautomer or pharmaceutical ly acceptable salt according to any one of 

claims 1 and 2, wherein R2 and \y, together with the carbon atoms to which they are attached, 

form a benzene ring or a pyridine ring in which the benzene ring is optionally substituted 

with from one to four substHuents independently selected from halo, -CN, R6, and R7, and the 

pyridine ring is optionally substituted with from one to three substituents independently 

selected from halo, -ON, Rfi, and R7. 

5. A compound, tautomer or pharmaceutical^ acceptable salt according to claim 4, 

wherein the benzene ring or the pyridine ring is optionally substituted with one or two 

substituent;* independently selected fluoro, chloro, and methyl. 

6. /A compound, tautomer or pharmaceutical^ acceptable salt according to any one of 

claims 4 and 5, wherein R2 and R3, together with the carbon atoms to which they are attached, 

form a benzene ring which is optionally substituted. 
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7. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

the preceding claims, wherein R 4a is ethenyl optionally substituted with from one to three 

methyl groups. 

8. A compound, tautomer or pharmaceutically acceptable salt according to claim 7, 

wherein R4a is unsubstituted ethenyl. / 

9. A compound, tautomer or pharmaceutically acceptable salt EU o irdirtg to any one of 

claims 1 to 6, wherein R4a is -CH2R and R is halo. 

10. A compound, tautomer or pharmaceutically acceptable salt .according to any one of 

the preceding claims, wherein R4c is hydrogen, R' is selected iV. M hydrogen and CM alkyl 

when L is ~N(R4e)-, and R4b and R4d, together with the iiitro"a> atom and the carbon atoms to 

which R4b, R4C, and R4^ are respectively attached, form a | >yrmlidine ring or a piperidine ring, 

each ring optionally substituted with from one to six substituents independently selected from 

halo, CM alkyl, and CM haloalkyl. 

11. A compound, tautomer or pharmaceutical ly acceptable salt according to claim 10, 

wherein R4b and R4d, together with the nitrogen atom and the carbon atoms to which R4b, R4c, 

and R4d are respectively attached, form a pyrrolidine ring which is optionally substituted with 

from one to four substituents independently selected from halo, CM alkyl, and CM haloalkyl. 

12. A compound, tautomer orpharmaceutically acceptable salt according to any one of 

claims 1-9, wherein R4c is hydrogen, R is hydrogen when L is -N(R4e)-, and R and R4d, 

together with the nitrogen atom and the carbon atoms to which R4b, R4c, and R4d are 

respectively attached, form a pyrrolidine ring or a piperidine ring, each ring optionally 

substituted with from one to four substituents independently selected from halo, CM alkyl, 

and CM haloalkyl./ 

13. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 10-12, wherein the ring formed by R and R'";. together with the nitrogen atom and 

the carbon atoms to which R4b, R4c, and R are respectively attached, is unsubstituted. 

14. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1-9, wherein R4b is selected from hydrogen and CM alkyl, E is hydrogen, L is 

-NCR46)-, and R4c and R4e, together with the carbon atoms and the nitrogen atom to which R4c, 
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R4d, and R4e are respectively attached, form a pyrrolidine ring or a piperidine ring, each rirfg 

optionally substituted with from one to six substituents independently selected from halo, 

C1-4 alkyl, and C1-4 haloalkyl. / 

15. A compound, tautomer or pharmaceutically acceptable salt according to/laim 14, 

wherein R4c and R4e, together with the carbon atoms and the nitrogen atom t(/'which R4c, R4d, 

and R4e are respectively attached, form a pyrrolidine ring which is option ally substituted with 

from one to six substituents independently selected from halo, C1-4 alkyl, and CM haloalkyl. 

16. A compound, tautomer or pharmaceutically acceptable salt/according to any one of 

claims 1-9, wherein R4b is hydrogen, R4d is hydrogen, L is -N( li;'and R4c and R4e, together 

with the carbon atoms and the nitrogen atom to which R4c, R4J, and R4e are respectively 

attached, form a pyrrolidine ring or a piperidine ring, eachring optionally substituted with 

from one to four substituents independently selected froiii halo, CM alkyl, and CM haloalkyl. 

17. A compound, tautomer or pharmaceutical! yacceptablc salt according to any one of 

claims 14-16, wherein the ring formed by R4c ana R4e, together with the carbon atoms and the 

nitrogen atom to which R4c, R4d, and R4e are respectively attached, is unsubstituted. 

18. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1-9, wherein R4d is hydrogen, l<' is selected from hydrogen and CM alkyl when L is 

-N(R4e)-, and R4b and R4c, together,-with the nitrogen and carbon atoms to which R4b and R4c 

are respectively attached, form ^pyrrolidine ring or a piperidine ring, each ring optionally 

substituted with from one to six substituents independently selected from halo, CM alkyl, and 

CM haloalkyl. 

19. A compound, tautomer or pharmaceutically acceptable salt according to claim 18, 

wherein R4b and R/, together with the nitrogen and carbon atoms to which R4D and R4c are 

respectively attached, form a pyrrolidine ring which is optionally substituted with from one to 

six substituents independently selected from halo, CM alkyl, and CM haloalkyl. 

20. A/compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 -9, wherein R4d is hydrogen, R4e is hydrogen when L is -N(R4e)-, and R4b and R4c, 

toge'ther with the nitrogen and carbon atoms to which R4b and R4c are respectively attached, 
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form a pyrrolidine ring or a piperidine ring, each ring optionally substituted with from om; to 

four substituents independently selected from halo, CM alkyl, and CM haloalkyl. 

21. A compound, tautomer or pharmaceutically acceptable salt according to one of 

claims 18-20, wherein the ring formed by R4b and R4c, together with the nitrogen and carbon 

atoms to which R and R4c are respectively attached, is unsubstituted. 

22. A compound, tautomer or pharmaceutically acceptable salt acc< r< lillg to any one of 

the preceding claims, wherein L is -N(R4e)-, 

23. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1-13 and 18-21, wherein L is selected from -O- and GH2O-. 

24. A compound, tautomer or pharmaceutically acccniablc salt according to claim 23, 

wherein L is-O-

25. A compound according to claim i, which p selected from the following compounds: 

(R)- 3 -(1 -((l-methaciyloylpyrrolidin-3 -yijoxy )isoquinolin-3 -yl)-1H-1,2,4-triazol-

5(4//)-one; 

(7?)-3-(l -((l-acryloylpyrrolidin-3-y()oxy)isoquinolin-3-yl)-l/f-l,2,4-triazol-5(4//)-

one; 

(i?,£)-3-(l-((l-(but-2-enoyr)pyrmlidin-3-yl)oxy)isoquinolin-3-yl)-lif-l,2,4-triazol-

5(4/f)-one; 

AT-(l-(3-(5-oxo-4,5-dihytli>- l//-l,2,4-triazol-3-yl)isoquinolin-l-yl)pyrrolidin-3-

yl)acrylamid5>{ 

(S)-3 -(1 -((1 -aery t oy Ipy ITOI i din-3 -yl)oxy)isoquinolin-3 -yl)-1H-1,2,4-triazol-5(4/i)-

one; 

(5)-3-(l-(((I /acjyloylpyrrolidin-2-yl)methyl)amino)isoquinolin-3-yl)-l/f-l,2,4-

11 i;r 1 il-5(4ii)-one; 

(S)-2 (]-((l-acryloylpyrrolidin-2-yl)methoxy)isoquinolin-3-yl)-1//-1,2,4-lriazol-

5(4//)-one; 

',S t-3-(l-((l-acryloylpyrrolidin-3-yl)amino)isoquinolin-3-yl)-l//-l,2,4-triazol-5(4Jf/)-

one; 

(R)-3 -(1 -((1 -aery loylpyrrolidin-2-yl)methoxy)isoquinolin-3 -yl)- IH-1,2,4-triazol-

5(4//)-one; 
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(>S)-3 -(1 -((l-methacryloylpyrrolidin-3-yl)amino)isoquinolin-3-yl)- IH-1,2,4-triazol-

5(4//)-onc; 

(5)-3-(l-((l-acryloylpyiTolidin-3~yl)(methyl)amiiio)isoquinolin-3-yl)-1/7-1 /,4-

tiiazol-5(4/7)-onc; 

(S)-3-(l-((l-methacryloylpyrrolidin-3-yl)oxy)isoqiiinolm-3-yl)-l//-l ._!;4-triazol-

5(4/7)-onc; 

(S)-3-(l-(((l-aciyloylpyrrolidin-3-yl)oxy)mcthy])isoc]uinolin-3-y,ri 1 H-\,2,4-triazol-

5(4/7)-one; 

(S,/^-5-(l-((l-(4-(dimetliylamino)but-2-enoyl)pyrrolidin-3 5'])oxy)isoquinolin-3-yl)-

2,4-dihydro-3/i-l ,2,4-triazol-3-one; 

(S,E)-3 -(1 -((1 -(but-2-enoyl)pyrrolidin-3-yl)amino)is i n u inolin-3-yl)-1//-1,2,4-triazol-

5(4//)-one; 

(>S)-3-(8-((l-acryloylpyrrolidin-3-yl)oxy)-l,7-nat?nihyridin-6-yl)-l//-l,2,4-triazol-

5(4//)~onc; 

(S)-3-(8-((l-aciyloylpyrrolidin-3-yl)aminc /l,7-naphtliyridin-6-yr)-l//-l,2,4-lriazol-

5(4/7)-one; 

(S)-3 -(1-((1 -acryloylpyrrolidin-3 -y I)o*y )-7-fluoroisoquinolin-3 -yl)-1/7-1,2,4-triazol-

5(4//)-one; 

3 -(1 -{{trans-1 -acryloyl-4-methy \py rrol idi n-3 -yl)oxy)isoquinolin-3 -yl)- 1/7-1,2,4-

triazol-5(4//)-one; 

3-(l-(((3/?,45)-1-acryloy! limcliiylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-1/7-1,2,4-

triazol-5(4//)-unu; 

3-(l-(((35',4/?)-l-acn/16yl-4-methylpyrrolidin-3-yl)oxy)isoqi!inolin-3-yl)-l/7-l,2,4-

triazol-5(4//)-one; 

(5)-3-(l-((l aery foylpyrrolidin-3-yl)oxy)-8-fluoroisoquinolin-3-yl)-1/7-1,2,4-triazol-

5(4/7)/onc; 

(iS)-3-(l-((|-acryloylpyrrolidin-3-yl)amino)-8-fluoroisoquinoliii-3-yl)-l//-1,2,4-

tnazol-5(4/7)-one; 

(iS)-3 11 -((l-acryloylpyrrolidin-3-yl)oxy)-7-chloroisoquinolin-3-yl)-l//-l,2,4-triazol-

5(4/7)-one; 
/S*)-3-(l-((l-acryloylpyrro]idin-3-yl)amino)-7-fluoroisoquinolin-3-yl)-l 77-1,2,4-

triazol-5(4/7)-one; 



(S)-3 -(1 -((1 -aery loy ipy rrolidin-3 -y l)amino)-7-chloroisoquinolin-3 -yl)-1H-1,2,4- / 

triazol-5(4//)-one; / 

(iS)-3-(l-((l-acryloylpyrrolidin-3-yl)oxy)-8-chloroisoquinolin-3-yl)- l/M,2,4-triazol-

5(4/7)-one; 

(5)-3-(l-((l-acryloylpyiTolidin-3-yl)amino)-8-chloroisoquinolin-3-yl)-17i-1,2,4-

triazol-5(4//)-onc; / 

(5)-3 -(1 -((1 -aciy loylpyrrolidin-3 -yl)amino)-8-methoxyisoquinolin/-yl)-IH-1,2,4-

triazol-5(4//)-one; / 

(»S)-3-(6-((l-acryloylpyrrolidin-3-yl)oxy)-4-methylpyridin-2-Yl)-l//-l,2,4-triazol-

5(4//)-one; / 

(S)-3 -(6-(( 1 -aery loylpyrrolidin-3 -yl)oxy)pyridin-2-yl)-j/H-1,2,4-triazol-5(4//)-onc; 

(S)-3 -(6-(( 1 -acryloylpyrrolidin-3 -yl)oxy)-5-methy lp/ridin-2-yl)-1H- 1,2,4-triazol-

5(4//)-one; / 

($-5-(l-((l-(2-chloroacetyl)pyrrolidin-3-yl)oxy)isoquinolin-3-yl)-2,4-dihydro-3//-

l,2,4-triazol-3-one; / 

(5)-5-(l-((l-(2-chloroace1yl)pyrrohdin-3/^l)amino)isoquinolin-3-yl)-2,4-dihydro-3//-

l,2,4-triazol-3-onc; / 

(iS)-5 -(1 -((1 -aery loy lpiperid in-3-y Uuxy)isoquinolin-3-yl)-2,4-dihydro-3f/-1,2,4-

triazol-3-one; 

(5,)-5-(l-((l-acctylpyrro!idin/-yl)oxy)isoquinolin-3-yl)-2,4-dihydro-3//-l,2,4-triazol-

3-one; / 

(5)-5-(l-((l-propionylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-2,4-dihydro-3/f-1,2,4-

triazol-3-ouo; 

a tautomer of anyone of the aforementioned compounds; 

a stereoisomeiraf any one of the aforementioned compounds or tautomers; and 

a pharmaceutically acceptable salt of any one of the aforementioned compounds, 

bnitomers or stereoisomers. 

A pharmaceutical composition comprising: 

./compound, tautomer or pharmaceutically acceptable salt as defined in any one of 

claims 1-25; and 

a pharmaccutically acceptable excipient. 



27 . A-e0mpeund;-tauf0mef-Qr-pkaFmaeei!t;ie&lfy--aeeeptatele-salt as defined in any one of 

claims 1-25, for use as a medicament. 

28. Use of a compound, tautomer or pharmaceutically acceptable salt as defined in any 

one of claims 1-25 in the manufacture of a medicament for inhibiting BTK in a subject. 

29. Use of a compound, tautomer or pharmaceutically acceptable salt as defii ted m any 

one of claims 1-25 in the manufacture of a medicament for treating a disease, disorder or 

condition associated with BTK in a subject. 

30. Use of a compound, tautomer or pharmaceutically acceptable saM as defined in any 

one of claims 1-25 in the manufacture of a medicament for treating a disease, disorder or 

condition selected from Type I hypersensitivity reactions, autoimmune diseases, inflammatory 

disorders, cancer, and non-malignant proliferative disorders in a subject. 

31. Use of a compound, tautomer or pharmaceutically acceptable salt as defined in any 

one of claims 1-25 in the manufacture of a medicament for treating a disease, disorder or 

condition selected from allergic rhinitis, asthma, atopic dermatitis, rheumatoid arthritis, multiple 

sclerosis, systemic lupus erythematosus, lu^us nephritis, psoriasis, immune 

thrombocytopenic purpura, inflammatory bowel Disease, chronic obstructive pulmonary 

disease, Sjogren's syndrome, ankylosing spopraylitis, Behcet's disease, graft versus host 

disease, pemphigus vulgaris, idiopathic ift ismacytic lymphadenopathy, atherosclerosis, 

myocardial infarction, and thrombosis in a subject. 

32. Use of a compound, tautomei/or pharmaceutically acceptable salt as defined in any 

one of claims 1-25 in the manufacture of a medicament for treating a disease, disorder or 

condition selected from B-cell lymphoma, chronic lymphocytic leukemia, and multiple 

myeloma in a subject. 





CLAIMS 

1. A compound of Formula 1, 

a tautomer thereof or a pharmaceutically acceptable salt of the compound or tautomer, 

wherein: 

R1 is selected from hydrogen, halo, and methyl; 

R2 and R3 are each independently selected from hydrogen, halo, and methyl, or R2 and R3, 

together with carbon atoms to which they are attached, form a benzene ring or a 

pyridine ring in which the benzene ring is optionally substituted with from one to four 

substituents independently selected from halo, -CN, -OR8, and Ci-6 alkyl, and the 

pyridine ring is optionally substituted with from one to three substituents 

independently selected from halo, -CN, -OR8, and Ci-6 alkyl; 

R4 has the formula 

L is selected from -0-, -CH2O-, and -N(R4e)-; 

R4a is selected from -CH2R5 and ethenyl optionally substituted with from one to three 

substituents independently selected from halo, cyano, and Ci-6 alkyl optionally 

substituted with -N(Rn)R12; and 

(a) R4c is hydrogen, R4e is selected from hydrogen and CM alkyl when L is -N(R4®)-, 

and R4b and R4d, together with a nitrogen atom and carbon atoms to which R4b, 

R4c, and R4d are respectively attached, form a pyrrolidine ring or a piperidine 

ring, each ring optionally substituted with from one to six substituents 

independently selected from halo, CM alkyl, and CM haloalkyl; or 

in which ^ indicates a point of attachment; 
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(b) R4b is selected from hydrogen and CM alkyl, R4d is hydrogen, L is -N(R4e)-, and 

R4C and R4e, together with the carbon atoms and a nitrogen atom to which R4c, 

R4d, and R4e are respectively attached, form a pyrrolidine ring or a piperidine 

ring, each ring optionally substituted with from one to six substituents 

independently selected from halo, CM alkyl, and CM haloalkyl; or 

(c) R4d is hydrogen, R4e is selected from hydrogen and CM alkyl when L is -N(R4e)-, 

and R4b and R4c, together with the nitrogen and carbon atoms to which R4b and 

R4C are respectively attached, form pyrrolidine ring or a piperidine ring, each 

ring optionally substituted with from one to six substituents independently 

selected from halo, CM alkyl, and CM haloalkyl; 

R is selected from hydrogen, halo, and CM alkyl; 

each R8 is independently selected from hydrogen and Ci-6 alkyl; and 

each R11 and R12 is independently selected from hydrogen and Ci-6 alkyl. 

2. A compound, tautomer or pharmaceutically acceptable salt according to claim 1, 

wherein R1 is hydrogen. 

3. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 and 2, wherein R2 and R3 are each independently selected from hydrogen, fluoro, 

chloro, and methyl. 

4. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 and 2, wherein R2 and R ", together with the carbon atoms to which they are attached, 

form a benzene ring or a pyridine ring in which the benzene ring is optionally substituted 

with from one to four substituents independently selected from halo, -CN, -OR8, and 

CM alkyl, and the pyridine ring is optionally substituted with from one to three substituents 

independently selected from halo, -CN, -OR8, and Ci-6 alkyl. 

5. A compound, tautomer or pharmaceutically acceptable salt according to claim 4, 

wherein the benzene ring or the pyridine ring is optionally substituted with one or two 

substituents independently selected from fluoro, chloro, and methyl. 

6. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 4 and 5, wherein R2 and R3, together with the carbon atoms to which they are attached, 
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form a benzene ring which is optionally substituted with one or two substituents 

independently selected from fluoro, chloro, and methyl. 

7. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 6, wherein R4a is ethenyl optionally substituted with from one to three methyl 

groups. 

8. A compound, tautomer or pharmaceutically acceptable salt according to claim 7, 

wherein R4a is unsubstituted ethenyl. 

9. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 6, wherein R4a is -CH2R5 and R5 is halo. 

10. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 9, wherein R4c is hydrogen, R4e is selected from hydrogen and CM alkyl when L 

is -N(R4e)-, and R4b and R4d, together with the nitrogen atom and the carbon atoms to which 

R4b, R4C, and R4d are respectively attached, form a pyrrolidine ring or a piperidine ring, each 

ring optionally substituted with from one to six substituents independently selected from 

halo, CM alkyl, and CM haloalkyl. 

11. A compound, tautomer or pharmaceutically acceptable salt according to claim 10, 

wherein R4b and R4d, together with the nitrogen atom and the carbon atoms to which R4b, R4c, 

and R4d are respectively attached, form a pyrrolidine ring which is optionally substituted with 

from one to four substituents independently selected from halo, CM alkyl, and CM haloalkyl. 

12. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 9, wherein R4c is hydrogen, R4e is hydrogen when L is -N(R4®)-, and R4b and R4d, 

together with the nitrogen atom and the carbon atoms to which R4b, R4c, and R4d are 

respectively attached, form a pyrrolidine ring or a piperidine ring, each ring optionally 

substituted with from one to four substituents independently selected from halo, CM alkyl, 

and CM haloalkyl. 

13. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 10 to 12, wherein the ring formed by R4b and R4d, together with the nitrogen atom and 

the carbon atoms to which R4b, R4c, and R4d are respectively attached, is unsubstituted. 
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14. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 9, wherein R4b is selected from hydrogen and CM alkyl, R4d is hydrogen, L 

is -N(R4e)-, and R4c and R4e, together with the carbon atoms and the nitrogen atom to which 

R4C, antj j^4e are respectively attached, form a pyrrolidine ring or a piperidine ring, each 

ring optionally substituted with from one to six substituents independently selected from 

halo, CM alkyl, and CM haloalkyl. 

15. A compound, tautomer or pharmaceutically acceptable salt according to claim 14, 

wherein R4c and R4e, together with the carbon atoms and the nitrogen atom to which R4c, R4d, 

and R4e are respectively attached, form a pyrrolidine ring which is optionally substituted with 

from one to six substituents independently selected from halo, CM alkyl, and CM haloalkyl. 

16. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 9, wherein R4b is hydrogen, R4d is hydrogen, L is - -N(R4c)-, and R4° and R4e, 

together with the carbon atoms and the nitrogen atom to which R4c, R4d, and R4e are 

respectively attached, form a pyrrolidine ring or a piperidine ring, each ring optionally 

substituted with from one to four substituents independently selected from halo, CM alkyl, 

and CM haloalkyl. 

17. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 14 to 16, wherein the ring formed by R4c and R4e, together with the carbon atoms and 

the nitrogen atom to which R4c, R4d, and R4e are respectively attached, is unsubstituted. 

18. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 9, wherein R4d is hydrogen, R4e is selected from hydrogen and CM alkyl when L 

is -N(R4e)-, and R4b and R4c, together with the nitrogen and carbon atoms to which R4b and 

R4C are respectively attached, form a pyrrolidine ring or a piperidine ring, each ring optionally 

substituted with from one to six substituents independently selected from halo, CM alkyl, and 

CM haloalkyl. 

19. A compound, tautomer or pharmaceutically acceptable salt according to claim 18, 

wherein R4b and R4c, together with the nitrogen and carbon atoms to which R4b and R4c are 

respectively attached, form a pyrrolidine ring which is optionally substituted with from one to 

six substituents independently selected from halo, CM alkyl, and CM haloalkyl. 
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20. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 9, wherein R4d is hydrogen, R4e is hydrogen when L is -N(R4e)-, and R ' and R4c, 

together with the nitrogen and carbon atoms to which R4b and R4c are respectively attached, 

form a pyrrolidine ring or a piperidine ring, each ring optionally substituted with from one to 

four substituents independently selected from halo, CM alkyl, and CM haloalkyl, 

21. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 18 to 20, wherein the ring formed by R4b and R4c, together with the nitrogen and 

carbon atoms to which R4b and R4c are respectively attached, is unsubstituted. 

22. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 21, wherein L is -N(R4e)-. 

23. A compound, tautomer or pharmaceutically acceptable salt according to any one of 

claims 1 to 13 and 18 to 21, wherein L is selected from -O- and -CH2O-. 

24. A compound, tautomer or pharmaceutically acceptable salt according to claim 23, 

wherein L is-O—. 

25. A compound according to claim 1, which is selected from the following compounds: 

(/?)-3-(l-((l-methacryloylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-li/-l,2,4-triazol-

5(4//)-one; 

(i?)-3-(l-((l-acryloylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-l//-l,2,4-triazol-5(4//)-

one; 

(i?,£)-3-(l-((l-(but-2-enoyl)pyrrolidin-3-yl)oxy)isoquinolin-3-yl)-li/-l,2,4-triazol-

5(4//)-one; 

jV-(l-(3-(5-oxo-4,5-dihydro-l//-l,2,4-triazol-3-yl)isoquinolin-l-yl)pyrrolidin-3-

yl)acrylamide; 

(S)-3-(1 -((1 -acryloylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-IH-1,2,4-triazol-5(4//)-

one; 

(S)-3-(l-(((l-acryloylpyrrolidin-2-yl)methyl)amino)isoquinolin-3-yl)-l//-l,2,4-

triazol-5(4//)-one; 

(S)-3 -(1 -((1 -acryloylpyrrolidm-2-yl)methoxy)isoquinolm-3-yl)-I//-1,2,4-triazol-

5(4//)-one; 
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(iT)-3-(l -((1 -acryloylpyrrolidin-3-yl)amino)isoquino]in-3-yl)-l H-1,2.4-triazol-5(4//)-

one; 

(/?)-3-(l-((l-acryloylpyrrolidin-2-yl)methoxy)isoquinolin-3-yl)-l//-l ,2,4-triazol-

5(4iP/)-one; 

(5)-3-(l-((l-methacryloylpyrrolidin-3-yl)amino)isoquinolin-3-yl)-l//-l,2,4-triazol-

5(4i:/)-one; 

(S)-3-(l -((1 -acryloylpyrrolidin-3-yl)(methyl)amino)isoquinolm-3-yl)-l//-l ,2,4-

triazol-5(4//)-one; 

(S)-3-(l -((1 -methacryloylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-l//-l ,2,4-triazol-

5(4//)-one; 

(5)-3-(l-(((l-acryloylpyrrolidin-3-yl)oxy)methyl)isoquinolin-3-yl)-l//-l,2,4-triazol-

5(4//)-onc; 

(S',£)-5-(l-((l-(4-(dimethylamino)but-2-enoyl)pyrrolidin-3-yl)oxy)isoquinolin-3-yl)-

2,4-dihydro-3/f-l,2,4-triazol-3-one; 

(5,ZT)-3-(l -((1 -(but-2-enoyl)pyrrolidin-3-yl)ammo)isoquinolin-3-yl)-l//-l,2,4-triazol-

5(4//)-one; 

(5)-3-(8-((l-acryloylpyrrolidm-3-yl)oxy)-l,7-naphthyridin-6-yl)-l//-l,2,4-triazol-

5(4ii/)-one; 

(S)-3 -(8-(( 1 -acryloylpyrrolidin-3 -yl)amino)-1,7-naphthyridin-6-yl)-1//-1,2,4-triazol-

5(4//)-one; 

(5)-3-(l -((1 -acryloylpyrrolidin-3-yl)oxy)-7-fluoroisoquinolin-3-yl)-li/-l ,2,4-triazol-

5(4//)-one; 

3-(l-((frW2S-l-acryloyl-4-methylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-l//-l ,2,4-

triazol-5(4//)-one; 

3-(l-(((3i?,45)-l-acryloyl-4-methylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-l//-l,2,4-

triazol-5(4i/)-one; 

3-(l-(((3S,4i?)-l-acryloyl-4-methylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-l//-l ,2,4-

tnazol-5(4/i)-one; 

(5)-3-(l -((1 -acryloylpyrrolidin-3-yl)oxy)-8-fluoroisoquinolin-3-yl)-l//-l ,2,4-triazol-

5(4//)-one; 

(S)-3-(l-((l-acryloylpyrrolidin-3-yl)amino)-8-fluoroisoquinolin-3-yl)-l/f~l,2,4-

triazol-5(4//)-one; 
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(S)-3-(l-((l-acryloylpyrrolidin-3-yl)oxy)-7-chloroisoquinolin-3-yl)-l//-l,2,4-triazol-

5(4//)-one; 

-((1 -acryloylpyrroHdin-3-yl)amino)-7-fluoroisoquinolin-3-yl)-li/-l ,2,4-

triazol-5(4//)-onc; 

(5)-3-(l-((l -acryloylpyrrolidin-3 -yl)amino)-7-chloroi soquinolin-3 -yl)-1H-1,2,4-

triazol-5(4//)-one; 

(S)-3-(l -((1 -acryloylpyrrolidin-3-yl)oxy)-8-chloroisoquinolin-3-y])-l//-l ,2,4-triazol-

5(4//)-one; 

(1S)-3-(l-((l-acryloylpyrrolidin-3-yl)amino)-8-chloroisoquinolin-3-yl)-liL/-l,2,4-

triazol-5(4//)-one; 

(S)-3 -(1 -((1 -acryloylpyrrolidin-3 -yl)amino)-8-methoxyisoquinolin-3 -yl)-1/7-1,2,4-

triazol-5(4//)-one; 

(5)-3-(6-((l-acryloylpyrrolidin-3-yl)oxy)-4-methylpyridin-2-yl)-l//-l,2,4-triazol-

5(4//)-one; 

(<S)-3-(6-(( 1 -acryloylpyrrolidin-3-yl)oxy)pyridin-2-yl)-1 H-1,2,4-triazol-5(4//)-one; 

(5)-3-(6-((l-acryloylpyrrolidin-3-yl)oxy)-5-methylpyridin-2-yl)-l//-l,2,4-triazol-

5(4//)-one; 

(S)-5-(l-((l-(2-chloroacetyl)pyrrolidin-3-yl)oxy)isoquinolin-3-yl)-2,4-dihydro-3//-

1,2,4-triazol-3-one; 

(ir)-5-(l-((l -(2-chloroacetyl)pyrrolidin-3-yl)amino)isoquinoiin-3-yl)-2,4-dihydro-3//-

1,2,4-triazol-3-one; 

(5)-5-(l-((l-acryloylpiperidin-3-yl)oxy)isoquinolin-3-yl)-2,4-dihydro-3/:/-l ,2,4-

triazol-3-one; 

(1S)-5-(l-((l-acetylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-2,4-dihydro-3//-l,2,4-triazol-

3-one; 

(JS)-5-(l-((l-propionylpyrrolidin-3-yl)oxy)isoquinolin-3-yl)-2,4-dihydro-3//-l,2,4-

triazol-3-one; 

a tautomer of any one of the aforementioned compounds; 

a stereoisomer of any one of the aforementioned compounds or tautomers; and 

a pharmaceutically acceptable salt of any one of the aforementioned compounds, 

tautomers or stereoisomers. 

124 



26. A compound according to claim 1, which is (5)-3-(1 -((1 -acryloy 1 pyrro 1 idin-3-

yl)oxy)isoquinolin-3-yl)-l /7-1,2,4-triazol-5(4//)-one, a tautomer thereof, or a 

pharmaceutically acceptable salt of the compound or tautomer. 

27. A compound according to claim 1, which is (S)-3-(l-((l-acryloylpyrrolidin-3-

yl)amino)isoquinolin-3-yl)-17/-l,2,4-triazol-5(4/7)-one, a tautomer thereof, or a 

pharmaceutically acceptable salt of the compound or tautomer. 

28. A compound according to claim 1, which is (61) - 3 - (8 - ((1 -- acr y lo y 1 p yrro 1 i d in - 3 - yl) o x y) -

l,7-naphthyridin-6-yl)-177-l,2,4-triazol-5(4/7)-one, a tautomer thereof, or a pharmaceutically 

acceptable salt of the compound or tautomer. 

29. A compound according to claim 1, which is (5)-3-(8-((l-acryloylpyrrolidin-3-

yl)amino)-l,7-naphthyridin-6-yl)-177-l,2,4-triazol-5(47/)-one, a tautomer thereof, or a 

pharmaceutically acceptable salt of the compound or tautomer. 

30. A compound according to claim 1, which is (S)-3-(1-((1-acryloylpyrrolidin-3-yl)oxy)-

8-fluoroisoquinolm-3-y])-177-l,2,4-txiazo!-5(4/7)-one, a tautomer thereof, or a 

pharmaceutically acceptable salt of the compound or tautomer. 

31. A compound according to claim 1, which is (>S)-3-(l-((l-acryloylpyrrolidin-3-

yl)ainino)-8-fluoroisoquinolin-3-yl)-1/7-1,2,4-triazol-5(47/)-one, a tautomer thereof, or a 

pharmaceutically acceptable salt of the compound or tautomer. 

32. A compound according to claim 1, which is (5)-3-(l-((l-acryloylpyrrolidin-3-yl)oxy)-

7-chloroisoquinolin-3-yl)-l//-l ,2,4-triazol-5(47/)-one, a tautomer thereof, or a 

pharmaceutically acceptable salt of the compound or tautomer. 

33. A compound according to claim 1, which is (5)-3-(1-((1-acryloylpyrrolidin-3-

yl)amino)-7-chloroisoquinolin-3-yl)-1/7-1,2,4-triazol-5(47/)-one, a tautomer thereof, or a 

pharmaceutically acceptable salt of the compound or tautomer. 

34. A compound according to claim 1, which is (S)-3-(l-((l-acryloylpyrrolidin-3-yl)oxy)-

8-chloroisoquinolin-3-yl)-l/7-l,2,4-triazol-5(4T/)-one, a tautomer thereof, or a 

pharmaceutically acceptable salt of the compound or tautomer. 
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35. A compound according to claim 1, which is (S)-3-(l-((l-acryloylpyrrolidin-3-

yl)amino)-8-chloroisoquinolin-3-yl)-l//-l ,2,4-triazol-5(4f/)-one, a tautomer thereof, or a 

pharmaceutically acceptable salt of the compound or tautomer. 

36. A pharmaceutical composition comprising: 

a compound, tautomer or pharmaceutically acceptable salt as defined in any one of 

claims 1 to 35; and 

a pharmaceutically acceptable excipient. 

37. A compound, tautomer or pharmaceutically acceptable salt as defined in any one of 

claims 1 to 35, for use as a medicament, 

38. Use of a compound, tautomer or pharmaceutically acceptable salt as defined in any 

one of claims 1 to 35 in the manufacture of a medicament for treating a disease, disorder or 

condition selected from allergic rhinitis, asthma, atopic dermatitis, rheumatoid arthritis, 

multiple sclerosis, systemic lupus erythematosus, lupus nephritis, inflammatory bowel 

disease, and Sjogren's syndrome in a subject. 

39. Use of a compound, tautomer or pharmaceutically acceptable salt as defined in any 

one of claims 1 to 35 in the manufacture of a medicament for treating a disease, disorder or 

condition is selected from B-cell lymphoma, chronic lymphocytic leukemia, and multiple 

myeloma in a subject. 

40. A combination of an effective amount of a compound, tautomer or pharmaceutically 

acceptable salt as defined in any one of claims 1 to 35, and at least one additional 

pharmacologically active agent. 

41. A combination according to claim 40, wherein the additional pharmacologically 

active agent is a disease modifying antirheumatic drug (DMARD). 

42. A combination according to claim 41, wherein the DMARD is methotrexate. 
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