CLAIMS

1. A compound comprising a substituted or unsubstitytgridone ring attached to

a substituted or unsubstituted pyrazole ring withcture of Formula (1):

RS
O 5
R* Lﬂ@gy&w
R-L3 \N/N\',-z
R? (1)

or pharmaceutically acceptable salt thereof;
wherein
L!is —-NF-;
L%is —C(=0)—;

L* is a bond, substituted or unsubstituted alkylemebstituted or unsubstituted
heteroalkylene, -S-, -SO-, or -0

L® and L° are independently a bond, substituted or unsubsiitalkylene, substituted or
unsubstituted heteroalkylene, or -O-;

R' is halogen, substituted or unsubstituted alkylssituted or unsubstituted heteroalkyl,
substituted or unsubstituted cycloalkyl, substdube unsubstituted cycloalkenyl, substituted or
unsubstituted heterocycloalkyl, substituted or tnssituted heterocycloalkenyl, substituted or
unsubstituted aryl, substituted or unsubstituteskeduring aryl, or substituted or unsubstituted
heteroaryl;

R? is hydrogen, substituted or unsubstituted alkylbssituted or unsubstituted
heteroalkyl, substituted or unsubstituted cyclokllsyibstituted or unsubstituted cycloalkenyl,
substituted or unsubstituted heterocycloalkyl, stiied or unsubstituted heterocycloalkenyl,
substituted or unsubstituted aryl, substituted msubstituted fused ring aryl, or substituted or
unsubstituted heteroaryl,

R* is hydrogen, substituted or unsubstituted alkylbssituted or unsubstituted
heteroalkyl, substituted or unsubstituted cyclokllsyibstituted or unsubstituted cycloalkenyl,

substituted or unsubstituted heterocycloalkyl, stuised or unsubstituted heterocycloalkenyl,
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substituted or unsubstituted aryl, substituted msubstituted fused ring aryl, or substituted or
unsubstituted heteroaryl,

R® and R are independently hydrogen, halogen, substitutedirmubstituted alkyl,
substituted or unsubstituted heteroalkyl, substttubr unsubstituted aryl, or substituted or
unsubstituted heteroaryl; and

R® is hydrogen, substituted or unsubstituted alkylibssituted or unsubstituted
heteroalkyl, substituted or unsubstituted alkylemahstituted or unsubstituted heteroalkylene,
substituted or unsubstituted cycloalkyl, substdube unsubstituted heterocycloalkyl, substituted
or unsubstituted aryl, or substituted or unsub&iittheteroaryl;

provided that if the compound has a structure afiogrto Formula (Ila), as follows,

either ° is not a bond or Rs not hydrogen:

/R5
R4—L< o LS
L1
(N S \R’l
> N\
P Y NN 2
| I
R3 RZ  (lla).
2. The compound according to claim 1, with structufd~ormula (lla), Formula

(Illa), Formula (IvVa), or Formula (Va):

R5 R5
R4-L4 § o) L5
\ O L L L1
(N ~ ~ 1 L4 N \ — \R‘1
- \
\ \ 7/ A\ /N\
3/\ / N,N\L2 R4 \—\ N 1[2
| L3 R?
R3 R?  (lla) R® (&)
R5
5 /
s 3 5/R LS )
— L L
—\— S \R1 / / N
0 / \Y R3 N N/N\LZ
“N_, \
/N N "I' 0] |_4 |
RA-Lf 2 4 R?
R (IVa) R (Va).
3. The compound according to claim 2, wherefrishydrogen.
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4. The compound according to any of Formula (llla)rrRola (IVa), or Formula
(Va) as set forth in claim 2, whereifi is a bond, and Rs hydrogen.

5. The compound according to claim 2, wherefrida bond and Rs hydrogen.

6. The compound according to claim 2, wherefrida bond, and Rs hydrogen.

7. The compound according to claim 2, wherefid.-C(O)-, and Ris substituted
or unsubstituted alkyl, substituted or unsubstdutycloalkyl, substituted or unsubstituted
cycloalkenyl, substituted or unsubstituted hetdegal substituted or unsubstituted
heterocycloalkyl, substituted or unsubstituted foetgcloalkenyl, substituted or unsubstituted
aryl, substituted or unsubstituted fused ring asylsubstituted or unsubstituted heteroaryl.

8. The compound according to claim 7, wherefhiRsubstituted or unsubstituted
aryl or substituted or unsubstituted heteroaryl.

9. The compound according to claim 8, wherefhiRsubstituted or unsubstituted
aryl or substituted or unsubstituted heteroaryeceld from the group consisting of phenyl, 2-
chlorophenyl, 2-methoxyphenyl, phenyl-3-carboxyliacid, phenyl-3-carboxamide, 3-
(hydroxymethyl)phenyl, phenyl-4-carboxylic acid, gotyl-4-carboxamide, 4-
(hydroxymethyl)phenyl, 2-thienyl, 3-thienyl, 2-fupB-furyl, 1,3-thiazol-2-yl, 1,3-thiazol-4-yl,
1,3-thiazol-5-yl, 1,3-oxazol-2-yl, 1,3-oxazol-4-@nd 1,3-oxazol-5-yl.

10.  The compound according to claim 7, wheremi®substituted or unsubstituted
alkyl.

11.  The compound according to claim 10, wherefistert-butyl, 1,1-dimethyl-2-
hydroxy-ethyl, 1,1-dimethyl-2-methoxy-ethyl, or idimethyl-2-cyclopropoxy-ethyl.

12.  The compound according to claim 2, wherefrisRsubstituted alkyl.

13.  The compound according to claim 12, wherethifRsubstituted alkyl, wherein
said R substituted alkyl has a substituted or unsubstitatryl or substituted or unsubstituted
heteroaryl substituent group selected from the groonsisting of phenyl, 4-fluorophenyl, 4-
chlorophenyl, 2-thienyl, or 5-chloro-thien-2-yl,3ithiazol-2-yl, 1,3-thiazol-4-yl, 2-chloro-1,3-
thiazol-5-yl, and 5-chloro-1,3-thiazol-2-yl.
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14.  The compound according to claim 2, whereifit a bond or substituted or
unsubstituted alkylene, and' R substituted or unsubstituted aryl, substitutedimsubstituted
fused ring aryl, or substituted or unsubstitutetktaaryl.

15.  The compound according to claim 14, whereifiisRsubstituted or unsubstituted
heteroaryl selected from the group consisting dkstuted or unsubstituted pyridyl, substituted
or unsubstituted pyridazinyl, substituted or unsitited pyrimidinyl, substituted or
unsubstituted thienyl, and substituted or unsulistt furyl.

16.  The compound according to claim 2, wherefhid substituted or unsubstituted
alkylene, and Ris substituted or unsubstituted heterocycloalkyl.

17.  The compound according to claim 16, whereifi isRsubstituted or unsubstituted
heterocycloalkyl selected from the group consistihgubstituted or unsubstituted morpholinyl,
substituted or unsubstituted oxanyl, and substitoteunsubstituted oxetanyl.

18.  The compound according to claim 2, wherefnid.a bond, and Rs substituted
or unsubstituted alkyl or substituted or unsubsgdiheteroalkyl.

19. The compound according to claim 2, wherefhis bond, and Ris halogen,
substituted or unsubstituted alkyl, substituted umsubstituted heteroalkyl, substituted or
unsubstituted aryl, or substituted or unsubstitineigroaryl.

20.  The compound according to claim 19, wherefhisRsubstituted or unsubstituted
aryl or substituted or unsubstituted heteroaryaeld from the group consisting of substituted
or unsubstituted phenyl, substituted or unsubstitupyridyl, substituted or unsubstituted
pyridazinyl, substituted or unsubstituted pyrimidinsubstituted or unsubstituted thienyl, and
substituted or unsubstituted furyl.

21.  The compound according to claim 19, wherefhisRsubstituted or unsubstituted
alkyl or substituted or unsubstituted heteroallslested from the group consisting of methyl
and cyano.

22.  The compound according to claim 1, wherethis bond, and Ris hydrogen,
halogen, substituted or unsubstituted alkyl, stittstil or unsubstituted heteroalkyl, substituted

or unsubstituted aryl, or substituted or unsubstituneteroaryl.
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23.  The compound according to claim 1, wherein thepaumnd is selected from the
group consisting of:

Compound 1, 3-(5-{[(5-chlorothiophen-2-yl)methyl]am}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-5-(morpholiny)-1,2-dihydropyridin-2-one;

Compound 2, 3-(5-{[(5-chlorothiophen-2-yl)methyl]am}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-5-phenyl-1,2hgdropyridin-2-one;

Compound 3, 3-(5-{[(5-chlorothiophen-2-yl)methyl]am}-1-(2-
methoxybenzoyl)-1H-pyrazol-3-yl)-5-(pyridin-3-yl);2-dihydropyridin-2-one;

Compound 4, 3-(5-{[(5-chlorothiophen-2-yl)methyl]am}-1-(furan-3-
carbonyl)-1H-pyrazol-3-yl)-5-methyl-1,2-dihydropgiin-2-one;

Compound 5, 3-bromo-5-(5-{[(5-chlorothiophen-2-yBthyllamino}-1-(2-
methoxybenzoyl)-1H-pyrazol-3-yl)-1,2-dihydropyridiione;

Compound 7, 3-bromo-6-(5-{[(5-chlorothiophen-2-yBthyl]Jamino}-1-(furan-3-
carbonyl)-1H-pyrazol-3-yl)-1,2-dihydropyridin-2-one

Compound 8, 4-(5-{[(5-chlorothiophen-2-yl)methyl]ara}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1,2-dihydropgiin-2-one;

Compound 9, 4-(5-{[(5-chlorothiophen-2-yl)methyl]ara}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1-(2-methoxygtj1,2-dihydropyridin-2-one;

Compound 10,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1-(pyridin-24ylethyl)-1,2-dihydropyridin-2-one;

Compound 11,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1-(pyridin-34ylethyl)-1,2-dihydropyridin-2-one;

Compound 12, 4-(5-{[(5-chlorothiophen-2-yl)methyljao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1-[2-(morpholi4ryl)-2-oxoethyl]-1,2-dihydropyridin-2-
one;

Compound 13,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-6-(morpholiny)-1,2-dihydropyridin-2-one;

Compound 14,  4-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(2-
methoxybenzoyl)-1H-pyrazol-3-yl)-6-ethenyl-1,2-ddrgpyridin-2-one;
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Compound 15,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(furan-2-
carbonyl)-1H-pyrazol-3-yl)-6-(pyridin-3-yl)-1,2-dyldropyridin-2-one;

Compound 16,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(furan-3-
carbonyl)-1H-pyrazol-3-yl)-1,2-dihydropyridin-2-one

Compound 17, 4-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(furan-3-
carbonyl)-1H-pyrazol-3-yl)-1-(2-methoxyethyl)-1,2agtdropyridin-2-one;

Compound 18,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(furan-3-
carbonyl)-1H-pyrazol-3-yl)-1-(pyridin-2-ylmethyl);2-dihydropyridin-2-one;

Compound 19,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(furan-3-
carbonyl)-1H-pyrazol-3-yl)-1-(pyridin-3-ylmethyl);2-dihydropyridin-2-one;

Compound 20,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(furan-3-
carbonyl)-1H-pyrazol-3-yl)-1-[2-(morpholin-4-yl)-8xoethyl]-1,2-dihydropyridin-2-one;

Compound 21,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(furan-3-
carbonyl)-1H-pyrazol-3-yl)-1-[2-(morpholin-4-yl)eghj-1,2-dihydropyridin-2-one;

Compound 22,  4-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(thiophene-3-
carbonyl)-1H-pyrazol-3-yl)-1,2-dihydropyridin-2-one

Compound 23,  4-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(thiophene-3-
carbonyl)-1H-pyrazol-3-yl)-1-(2-methoxyethyl)-1,2agtdropyridin-2-one;

Compound 24,  4-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(thiophene-3-
carbonyl)-1H-pyrazol-3-yl)-1-(pyridin-2-ylmethyl);2-dihydropyridin-2-one;

Compound 25,  4-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(thiophene-3-
carbonyl)-1H-pyrazol-3-yl)-1-(pyridin-3-ylmethyl);2-dihydropyridin-2-one;

Compound 26,  4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(thiophene-3-
carbonyl)-1H-pyrazol-3-yl)-1-[2-(morpholin-4-yl)-8xoethyl]-1,2-dihydropyridin-2-one;

Compound 27, 4-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(thiophene-3-
carbonyl)-1H-pyrazol-3-yl)-1-[2-(morpholin-4-yl)egh-1,2-dihydropyridin-2-one;

Compound 28,  4-(5-{[(5-chlorothiophen-2-yl)methyljao}-1-(thiophene-3-
carbonyl)-1H-pyrazol-3-yl)-6-phenyl-1,2-dihydropgin-2-one;
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Compound 31, 5-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1,2-dihydropgim-2-one;

Compound 32, 5-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1-[2-(morpholifryl)-2-oxoethyl]-1,2-dihydropyridin-2-
one;

Compound 33, 5-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-3-(pyridin-3yl,2-dihydropyridin-2-one;

Compound 34, 5-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-3-methyl-1,2kyidropyridin-2-one;

Compound 35, 5-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-3-phenyl-1,2hgdropyridin-2-one;

Compound 36, 5-(5-{[(5-chlorothiophen-2-yl)methyfjao}-1-(2-
methoxybenzoyl)-1H-pyrazol-3-yl)-6-oxo-1,6-dihydsgpine-3-carbonitrile;

Compound 37, 5-(5-{[(5-chlorothiophen-2-yl)methyfjano}-1-(thiophene-3-
carbonyl)-1H-pyrazol-3-yl)-1,2-dihydropyridin-2-one

Compound 39, 5-bromo-3-(5-{[(5-chlorothiophen-2rgBthyljJamino}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1,2-dihydropgiin-2-one;

Compound 40, 5-bromo-3-(5-{[(5-chlorothiophen-2mgBthyljJamino}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1-[2-(morpholifryl)-2-oxoethyl]-1,2-dihydropyridin-2-
one;

Compound 41, 5-bromo-3-(5-{[(5-chlorothiophen-2rgBthyllamino}-1-
(thiophene-3-carbonyl)-1H-pyrazol-3-yl)-1,2-dihy@saidin-2-one;

Compound 43, 6-(5-{[(5-chlorothiophen-2-yl)methytjao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1,2-dihydropgim-2-one;

Compound 44, 6-(5-{[(5-chlorothiophen-2-yl)methytjao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1-(pyridin-24ylethyl)-1,2-dihydropyridin-2-one;

Compound 45, 6-(5-{[(5-chlorothiophen-2-yl)methytjao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1-[2-(morphotifryl)-2-oxoethyl]-1,2-dihydropyridin-2-

one;
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Compound 46, 6-(5-{[(5-chlorothiophen-2-yl)methytjao}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-3-ethenyl-1,gdropyridin-2-one; and

Compound 48, 6-bromo-4-(5-{[(5-chlorothiophen-2mbthyljamino}-1-(2,2-
dimethylpropanoyl)-1H-pyrazol-3-yl)-1,2-dihydropgtin-2-one.

24. A pharmaceutical composition comprising a compoaececbrding to claim 1, and
a pharmaceutically acceptable excipient.

25. Use of a compound according to any of claims 1 3002 a pharmaceutical
composition according to claim 24, in the manufeetof a medicament for the treatment of a
disease or disorder, wherein said disease or ¢isedselected from the group consisting of: a
thrombotic disorder selected from the group coimgstof acute coronary syndrome,
thromboembolism, and thrombosis; a disease or adigsanvolving a blood clot thrombus; a
fibrinolytic disease; fibrosis; multiple sclerosisguropathic pain; Type | diabetes mellitus;
chronic liver injury; ischemia reperfusion injurg; type of cancer selected from the group
consisting of cervical-, testicular-, and non-sre&lll lung adenocarcinoma, limited small lung
cancer, glioma, malignant breast cancer, micrortestss lung metastatis, and prostatic cancer;
an inflammatory condition selected from the growgmsisting of sepsis, inflammatory bowel
disease, systemic inflammatory response syndromesdhary angioedema, and rheumatoid
arthritis; a dermatological condition selected fréime group consisting of atopic dermatitis,
psoriasis, and Netherton Syndrome; and an ophtbablisease selected from the group
consisting of diabetic macular edema, age-relateglcutar degeneration, and diabetic
retinopathy.

26.  The use according to claim 25, wherein said diseasksorder is at least one of
a thrombotic disorder selected from the group «iimg of acute coronary syndrome,
thromboembolism, and thrombosis, or a diseasesordier involving a blood clot thrombus.

27. The use according to claim 26, wherein said thrarobdisorder comprises at
least one of acute coronary syndrome, thromboestpknd thrombosis.

28. The use according to claim 26, wherein said comgoants by inhibiting

thrombin, or at least one of plasma kallikrein éisdue kallikrein.
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29.  The use according to claim 26, wherein said kalikrelated disorder is one or
more selected from the group consisting of a fillgic disease; a type of cancer selected from
the group consisting of cervical-, testicular-, amon-small-cell lung adenocarcinoma; an
inflammatory condition selected from the group cstisg of sepsis, inflammatory bowel
disease, systemic inflammatory response syndromeedhary angioedema, and rheumatoid
arthritis; a dermatological condition selected fréime group consisting of atopic dermatitis,
psoriasis, and Netherton Syndrome; an ophthalnsieadie selected from the group consisting of
diabetic macular edema, age-related macular degigoerand diabetic retinopathy; or wherein
said disease or disorder is selected from the gommgisting of fibrosis, multiple sclerosis, a
type of cancer selected from the group consistifhdiroited small lung cancer, glioma,
malignant breast cancer, micrometastasis, lung stais, and prostatic cancer, and Type |
diabetes mellitus.

30. The use according to claim 27, wherein said thraentdwolism comprises at least
one of venous thromboembolism, arterial thrombodmimp and cardiogenic
thromboembolism.

31. The use according to claim 30, wherein said vetlorsnboembolism comprises
at least one of deep vein thrombosis and pulmor@ampolism, or wherein said venous
thromboembolism is associated with at least orferofiation of a thrombus within a vein that is
associated with one or more acquired or inheritgdfactors and embolism of peripheral veins
caused by a detached thrombus.

32. The use according to claim 27, wherein said thrdmbdisorder involves
dysfunctional coagulation or disseminated intrauésccoagulation, or wherein said thrombotic
disorder involves a blood clot thrombus and furtimeolves at least one of stroke and one or
more transient ischemic attacks (TIA), or whereaiid shrombotic disorder involves a blood clot
thrombus and further involves pulmonary hypertemsio

33. The use according to claim 32, wherein the subgcindergoing percutaneous
coronary intervention (PCI), or wherein said thratbd disorder involving a blood clot

thrombus further involves stroke and wherein thgjeszt has non-valvular atrial fibrillation.
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34. The use according to claim 32, wherein said pulmpnaypertension is
associated with at least one or more lung diseast=cted from the group consisting of
idiopathic pulmonary fibrosis, non-idiopathic pulnaoy fibrosis, and hypoxia.

35. The use according to claim 30, wherein said cashagthromboembolism is due
to formation of a thrombus in the heart associatétl at least one of cardiac arrhythmia, a
heart valve defect, prosthetic heart valves orthdigease, and embolism of peripheral arteries
caused by a detached thrombus, or wherein saidogarc thromboembolism is due to non-
valvular atrial fibrillation.

36. The use according to claim 35, wherein said deth¢cheombus is in the brain
(ischemic stroke), or wherein said detached thraawses a transient ischemic attack (TIA).

37.  The use according to claim 27, wherein said thrasisis arterial thrombosis.

38. The use according to claim 25, wherein the subjed had at least one
myocardial infarction; or wherein the subject haslemst one of unstable angina pectoris,
thrombosis, and heparin-induced thrombocytopeniaywloerein the subject has non-valvular
atrial fibrillation.

39. The use according to claim 29, wherein said kallikrelated disorder is an
ophthalmic disease selected from the group congisif diabetic macular edema, age-related
macular degeneration, and diabetic retinopathy,veimerein said compound or pharmaceutical
composition is administered orally, in the formasf ophthalmic composition applied topically
to the eye, or in the form of an ophthalmic composivia intravitreal injection.

40. The use according to claim 39, wherein said ophtlacomposition is in the
form of eye drops, and/or wherein said compounds dzy reducing retinal vascular
permeability.

41. The use according to claim 25 wherein said diseasedisorder is an
inflammatory condition selected from the group cstisg of sepsis, inflammatory bowel
disease, systemic inflammatory response syndromeedhary angioedema, and rheumatoid
arthritis, and wherein said compound is administerally.

42. The use according to claim 25, wherein said comgoumhibits blood

coagulation.
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