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eel-bymphoma-What is claimed is:

1. 10-TheuseUse of elaim-9a therapeutically effective amount of 3-(5-amino-
2-methvl-4-o0x0-4/-quinazolin-3-yl)-piperidine-2.6-dione, which has the following

B
W,

NH,
structure: H

or an enantiomer or mixture of enantiomers thereof, or a pharmaceutically
acceptable salt. solvate, hvdrate, co-crvystal, clathrate. or polvmorph thereof in the

manufacture of a medicament for treating or managing non-Hodgkin’s lymphoma, wherein
the non-Hodgkin’s lymphoma is wherein-the diffuse large B-cell lymphoma is-of thean
activated B-cell phenotype.

193

142, The use of claim +81, wherein the diffuse large B-cell lymphoma is
characterized by the expression of one or more biomarkers overexpressed in RIVA, U2932,
TMD8 or OCI-Ly10 cell lines.

12.3.  The use of anyefclaims 1 te+Hor 2, wherein the eaneernon-Hodgkin’s
Iymphoma is relapsed or refractory.

12-4.  The use of any-ofclaims 1 te12or 2, wherein the eaneernon-Hodgkin’s
lymphoma is drug-resistant.
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1465 ThewseUse of elaim14a therapeutically effective amount of 3-(5-amino-2-
methyl-4-ox0-4H-quinazolin-3-vl)-piperidine-2.6-dione or a pharmaceutically acceptable

salt, solvate or hvdrate thereof in the manufacture of a medicament for treating or managing
non-Hodgkin’s lvmphoma, wherein the non-Hodgkin’s lymphoma is of #hean activated B-

cell phenotype.

%4, The use of claim 475, wherein the diffuse large B-cell lymphoma is
characterized by the expression of one or more biomarkers overexpressed in RIVA, U2932,
TMDS or OCI-Ly10 cell lines.

4.7 The use of claim 445, wherein the patient identified of having non-
Hodgkin’s lymphoma sensitive to treatment with 3-(5-amino-2-methyl-4-oxo-4H-
quinazolin-3-yl)-piperidine-2,6-dione, or a salt, solvate or hydrate thereof, is identified by
characterization of the non-Hodgkin’s lymphoma phenotype of the patient as an activated
B-cell subtype.

2. The use of claim 445, wherein the patient identified of having non-
Hodgkin’s lymphoma sensitive to treatment with 3-(5-amino-2-methyl-4-oxo-4/-
quinazolin-3-yl)-piperidine-2,6-dione, or a salt, solvate or hydrate thereof, is identified by
identification of a gene associated with the activated B-cell phenotype.

229 The use of claim 228, wherein the gene associated with the activated B-cell
phenotype is selected from the group consisting of IRF4/MUM1, FOXP1, SPIB, CARD11
and BLIMP/PDRMI.

0. _The use of claim 445, wherein the patient identified of having non-
Hodgkm s lymphoma sensitive to treatment with 3-(5-amino-2-methyl-4-oxo0-4H-
quinazolin-3-yl)-
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piperidine-2,6-dione, or a salt, solvate or hydrate thereof, is identified by measuring
the level of NF-«xB activity in a biological sample obtained from the patient.

24.11. The use of claim 2410, wherein the biological sample is a lymph node

biopsy, a bone marrow biopsy, or a sample of peripheral blood tumor cells.

26.12. The use of claim 4911, wherein characterization of the non-Hodgkin’s
lymphoma phenotype of the patient as an activated B-cell subtype comprises measuring one
or more of the following:

(1) overexpression of SPIB, a hematopoietic-specific Ets family transcription

factor required for survival of activated B-cell subtype cells;

(i1) higher constitutive IRF4/MUMI1 expression than GCB subtype cells;

(iii)  higher constitutive FOXP1 expression up-regulated by trisomy 3;

(iv)  higher constitutive Blimp1, i.e., PRDM]1, expression;

(v) higher constitutive CARD11 gene expression; and

(vi)  anincreased level of NF-kB activity relative to non-activated B-cell subtype

DLBCL cells.

2#.13. The use of any one of claims 1-2712, wherein the medicament further

comprises administration of a therapeutically effective amount of one or more additional
active agents.

249.14. The use of claim 2813, wherein the additional active agent is selected from
the group consisting of an alkylating agent, an adenosine analog, a glucocorticoid, a kinase
inhibitor, a SYK inhibitor, a PDE3 inhibitor, a PDE7 inhibitor, doxorubicin, chlorambucil,
vincristine, bendamustine, forskolin and rituximab.

I

2415 The use of claim 2914, wherein the additional active agent is rituximab.

e
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244-16. The use of any one of claims 1-3815, wherein 3-(5-amino-2-methyl-4-oxo-
4H-quinazolin-3-yl)-piperidine-2,6-dione, or a pharmaceutically acceptable salt, solvate or
hydrate thereof is to be administered in an amount of from about 0.5 to about 50 mg per
day.

22.17. The use of claim 2416, wherein the compound is to be administered in an

amount of about 0.5 to about 5 mg per day.

amount of about 0.5, 1, 2, 4, 5, 10, 15, 20, 25 or 50 mg per day.

2. The use of claim 3417, wherein the compound is to be administered orally.

. The use of claim 3+17, wherein the compound is to be administered in a

capsule or tablet.

26:21. The use of claim 3520, wherein the compound is to be administered in 10 mg

or 25 mg of a capsule.

222, The use of any one of claims 1-3721, wherein the compound is to be

administered for 21 days followed by seven days rest in a 28 day cycle.
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