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1H-pyrazolo[3,4-d} gimidin-1-ylethyl)-6-fluoro-3-(3-fluorophenyl)-4H-chromen-4-one and

pharmaceutically accepigble salts thereof.

3. The compound laim 2, wherein the compound is substantially [ree of (R)-2-(1-
(4-amino-3-(3 —ﬂuoro-4-isopr Rxyphenyl)- 1H-pyrazolo[3,4-d]pyrimidin-1-ylethyl)-6-

fluoro-3-(3-fluorophenyl)-4I1-chrggnen-4-one and pharmaceutical acceptable salts thereof.

4. The compound of clain, wherein the compound is (8)-2-(1-(4-amino-3-(3-

ﬂuoro-4-isopropoxyphenyi)—lH-pyrazol JA-d]pyrimidin-1-yl)ethyl)-6-fluoro-3-(3-

fluorophenyi)-41I-chromen-4-one 4—methynzenesulfonate.
5. The compound of claim 2, wherein tlcompound is selected from

(8)-2-(1-(4-amino-3-(3-fluoro-4-isopropoxy nyl)-1H-pyrazolo[3,4-d]pyrimidin-1-

yhethyD)-6-fluoro-3-(3-fluorophenyl)-4H-chromen-4-one maleate; and

(S)—2-(1-(4—amino-3-(3-ﬂuoro-4-isopropoxyphenyl)—II-I—pyrazolo[3,4-d] imidin-1-
ybhethyl)-6-fluoro-3-(3-fluorophenyl)-4H-chromen-4-one camphor sulfonate. \
6. A compound selected from

(8)-2-(1-(4-amino-3-(3-fluoro-4-isopropoxyphenyl)- 1H-pyrazolo[ 3,4-d]pyrimidin- 1
yhethyD)-3-(3-fluorophenyl)-4H-chromen-4-one,
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(R)-2-(1-(4-amino-3-(3-fluoro-4-isopropoxyphenyl)- | l1-pyrazolo[3,4-dpyrimidin- I -

9. A pharmaceuti composition comprising a compound of any one of claims

1-8 and at least one pharmaceuticy Lly acceptable carrier.

10. A method of inhibitin catalytic activity of a PI3 § kinase present in a cell,
comprising contacting the cell with an c¥

1-8.

§ective amount of a compound of any one of claims

11.  The method of claim 10, whefyn the inhibition takes place in a subject
suffering from a disease or disorder which is can®gr, bone disorder, inflammatory disease,
immune disease, nervous system disease, metabolic digease, respiratory disease, thrombosis,

or cardiac disease.

12, Use of a compound of any one of claim -8, in the manufacture of a
medicament for the treatment of a disease, disorder, or . that would benefit from

inhibiting catalytic activity of a PI3 3 kinase.

13. A method for the treatment of a PI3K associated Wiscase or disorder,
comprising the step of administering to a subject in need thercof an effe {ve amount of the

compound of any one of claims 1-8.

inflammatory agent, antihistamine, analgesic, or a mixture thereof.
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15.  The method of claim 13, wherein the PI3K associated disease, disorder or
~ n is an immune systenm-related disease, a disease or disorder involving inflammation,
cancer oRyother proliferative disease, a hepatic disease or disorder, or a renal disease or

disorder.

16.

5:;_; method of claim 13, wherein the PI3K associated disease, disorder or
condition is select

%l from inflammation, glomerulonephritis, uveitis, hepatic diseases or
disorders, renal dise gs or disorders, chronic obstructive pulmonary disease, rheumatoid
arthritis, inflammatory owel disease, vasculitis, dermatitis, osteoarthritis, inflammatory
muscle disease, allergic ": pilis, vaginitis, interstitial cystilis, scleroderma, osteoporosis,
eczema, allogeneic or xenog pic transplantation, graft rejection, graft-versus-host disease,

Rfibrosis, dermatomyositis, thyroiditis, myasthenia gravis,

lupus erythematosus, pulmonar

organ (ransplant rejection, multiple Nclerosis, Guillain-Barre, autoimmunc uveitis,

erythematosus, polymyositis. dermatomyositis, ankylosing sgondylitis, transplant rejection,

skin graft rejection, arthritis, bone diseases associated with incre§ged bone resorptions, ileitis,

tions, nephrosis;
Rsystem,  AIDS-

gingivitis, periodontitis; tuberculosis; leprosy; uremic

erythematodes; systemic lupus erythematosus (SLE); cardiomyopathy, ischemic heart qgease
hypercholesterolemia, atherosclerosis, preeclampsia; chronic liver [ailure, brain and sph hal

cord trauma, and cancer.
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17. The method of claim 13, wherein the PI3K associated disease, disorder or

Hodgkin's mphoma non-Hodgkins lymphoma, hairy cell lymphoma and Burkett's
lymphoma; % mtopoxeuc tumors of myeloid lineage, acute myelogenous leukemias, chronic
myelogenous Ieunnas, myelodysplastic syndrome, promyelocytic leukemia; carcinoma of
the bladder, carcim of the breast, carcinoma of the colon, carcinoma of the kidney,
carcinoma of the rcinoma of the lung, small cell lung cancer, esophageal cancer, gall
bladdercancer, ovarian ancer, pancreatic cancer, stomachcancer, cervical cancer,
thyroidcancer, prosla{ecancskmcancer squamous cell carcinoma; tumors of mesenchymal
origin, fibrosarcoma, rhabdonsarcoma, tumors of the central and peripheral nervous
systenl, astrocytoma, neuroblama, glioma, schwannoma; melanoma, seminoma,
teratocarcinoma, osteosarcona, deroma pigmentosum, keratoctanthoma, thyroid

follicular cancer and Kaposi's sarcoma. §

18. The method of claim 13, wirein the PI3K associated disease, disorder or
condition is selected from chronic obstructi®g pulmonary disease, asthma, rheumatoid
arthritis, chronic bronchitis, atopic dermatiltis, mult e sclerosis, inflammatory bowel disease,

allergic rhinitis, lupus erythematosus and ulcerative cSjtis.

19. The method of claim 13, wherein the E\':E.; associated disease, disorder or
condition is sclected from hematopoictic tumors of lincage, Icukemia, acutc
Iymphocytic leukemia, acute lymphoblastic leukemia, B-cell phoma, T-cell lymphoma,
Hodgkin's lymphoma, non-Hodgkins lymphoma, chronic Iymph tic leukemia, hairy cell
Iymphoma and Burket's lymphoma, hematopoietic tumors of lineage, acute
myelogenous leukemias, chronic myelogenous leukemias, myelo lastic syndrome,
promyclocytic lcukemia or multiple myclomas which includes smoldering 3 yltiple mycloma,
nonsecretory myeloma, osteosclerotic myeloma, plasma cell leuk Nia, solitary

plasmacytoma, and extramedullary plasmacytoma.

20.  The method of claim 13, wherein the PI3K associated disease, diser or
condition is selected from Chronic Lymphocytic Leukemia (CLL), Lymphoma Non-Ho -
(NHL), Acute Myeloid Leukemia (AML), Mulliple Myeloma (MM), Small Lymphocyt
Lymphoma (SLL), Indolent Non-Hodgkin's Lymphoma (I-NHL), acute lymphocytic
lcukemia (ALL), mantle ccll lymphoma (MCL), follicular lymphoma, Waldestrom's
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. globulinemia (WM), T-cell lymphoma, B-cell lymphoma, and diffuse large B-cell
iympl 1a (DLBCL).
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The invention claimed is:

1. A compomnd selected from (S)-2-(1-(4-amino-3-(3-
Anoro-4-isopropoxyphenyl)- {¥l-pyrazolo[3,4-d]pyrimidin-
1-yDethyl)-6-flucro-3-(3-fluorophenyl)-4H-chromen-4-one
and pharmaceutically acceptable salts thereof.

2. A pharmaceutical composition comprising (S)-2~(1-{4-
amino-3-{3-fluoro-4-isapropoxyphenyl)-1H-pyrazolo}3,4-
djpyrimidin-1-ylethyl)-6-fiuore-3-(3-fluorophenyl)-4H-
chromen-4-one or a pharmaceutically acceptable salt thereod,
wherein the pharmaceutical composition is substantiaily free
of (R)-2~(1-(4-aminc-3-(3-fluoro-4-isopropoxyphenyl)-1H-
pyrazolo[3,4-d}pyrimidin-1-yethyl)-6-fivoro-3-(3-fluc-
rophenyl)-4H-chromen-4-one or a pharmaceutical accept-
able salt thereof.

3. The compound of claim 1, whetein the compound is
(8)-2-(1-(4-amino-3-(3-flucro-4-isopropoxyphenyl)-1 H-
pyrazolof3,4-d)pyrimidin-1-y)ethyl)-6-fluoro-3-(3-fino-
rophenyl)-4H-chromen-4-one 4-methylbenzenesulfonate.

4. The compound of claim 1, wherein the compound is
selected from
(S)-2-(1-(4-amino-3-(3-fuoro-4-isopropoxyphenyl)- 1 H-
pyrazolo[3,4-d}pyrimidin-1-yl)ethyl)-6-flucro-3-(3-
fluorophenyl)-4H-chromen-4-cne sulphate;
(8)-2-(1-(4-amino-3-(3-fuoro-4-isopropoxyphenyl)-1H-
pyrazole[3,4-d]pyrimidin-1-ylethy]}-6-flaoro-3-(3-
fluorophenyl)-4H-chromen-4-one hydrochloride;
(8)-2-(1-(4-amino-3-(3-fuoro-4-isopropoxyphenyl)-1H-
pyrazolo[3,4-d]pyrimidin-1-yDethyl)-6-fluoro-3-(3-
fluorophenyl)-4H-chromen-4-one benzenesulfonate;
{3)-2-(1-(4-amino-3~(3-flucro-4-isopropoxyphenyl)-1 H-
pyrazolof3,4-d]pyrimidin-1-yl)ethyl)-6-fluoro-3-(3-
fluorophenyl)-4H-chromen-4-one maleate; and
(8)-2-(1-(4-amino-3-(3-fluoro-4-isopropoxyphenyl)-1 H-
pyrazolo|3,4-dlpyrimidin-1-yl)ethyl)-6-fluoro-3-(3-
finorophenyl}-4H-chromen-4-one camphor sulfonate.
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5. A pharmaceutical composition comprising a compound
of claim 3 and at least one pharmaceutically acceptable car-
tier.

6, A pharmaceutical composition comprising a compound
of claim 1 and at least one pharmaceutically acceptable car-
rier.

7. A pharmaceutical composition comprising a compound
of claim 4 and at least one pharmaceutically acceptable cartier. |

8 . The compound of claim 1, wherein the compound has
an enantiomeric excess of at least 98%.

9. The compound of claim 3, wherein the compound has
an enantiomeric excess of at least 98%.

10. The composition of claim 2, wherein the (8)-2-(1-(4-
amino-3-(3-fluoro-4-isopropoxyphenyl)-1H-pyrazolo[3,4-
dlpyrimidin-1-ylethyl}-6-fluore-3-(3-Huorophenyl}-4H-
chromen-4-one or a pharmaceutically acceptable salt thereof
has an enantiomeric excess of at least 98%.




