~We-Claim:

1. Use of an anti-CD 18 antibody and an anti-CD2C antibody in the manufacture
of a medicament for ireating B ceil lymphoma, wherein the anti-CD19
antibody and the anti-CD20 antibody are fo be used in 2 combination therap
and wherein the medicament is to be administered to a patient in need
thereof, wherein said combination therapy provides anti-fumor activity fof a
longer duration than either said anti-CD18 antibody or said anti-CD2

antibody administered alone on a comparable dosing schedule.

2. The use of claim 1, wherein said B cell lymphoma is selected ffbm acute

fymphoblastic leukemia (ALL), chronic lymphocytic leukemia/{CLL)}, or non-
Hodgkin lymphoma (NHL). /

3 The use of claim 1, wherein the combination therapy grovides & synergistic

therapeutic effect.

4, The use of claim 1, wherein the anti-CD19 annti-CD2O antibodies are to be

administered simultaneocusly.

5, The use of claim 1, wherein the anﬁ-C and anti-CD20 antibodies are to be

administered sequentially.

6. The use of claim 1, wherein the ay §~tumor activily is an inhibition of tumor
growth, "

7. The use of claim 1, wherehe anti-tumor activity is a depletion of malignant
B cells. '

8. The use of claim 1, wherein the combination therapy confers anti-tumor
activity for at leasfone month longer than either said anti-CD19 antibody or
said anti-CD20/4

schedule.

nitbody administered singly on a comparable dosing

10. The use of claim 1, wherein the combination therapy confers anti-tumor

activity for af least six months.
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T frThe-use-of-slaim-t-wherein-fumor-velume-in-the-patient-increases-by-less

12.

13.

14.

15.

16.
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20.

than 10% during a six month period of treatment with the combination

therapy.

The use of claim 1, wherein the anti-CD19 antibody has enhanced antibody?
dependent cell-mediated cytctoxicity {ADCC) as measured in vifro.

The use of claim 1, wherein the anti-CD1& antibody is afucosylated.

The use of claim 1, whersin the anti-C>19 antibody is a human of humanized
antibody.

The use of claim 1, wherein the anti-CD19 antibody compriSes a heavy chain
CDR1 comprising the amino acid sequence of SEG ID NO: 2, a heavy chain
CDR2 comprising the amino acid sequence of SEQ%\IO: 3, a heavy chain
CDR3 comprising the amino acid sequence of SEQ/ID NO: 4, a light chain
CDR1 comprising the amino acid sequence of SEZ) ID NC:&, a light chain
CDR2 comprising the amino acid sequence of/SEQH D NO: 7, and a light
chain COR3 comprising the amino acid sequence of SEQ ID NO: 8.

The use of claim 1, wherein the anti-CDA9 antibody comprises a VH domain
comprising the aminoc acid seque:c/e i SEQ 1B NO: 1.

The use of claim 1, wherein the afti-CD19 aniibody comprises a VL domain

comprising the amino acid seguience of SEQ 1D NO: 5.

The use of claim 1, whereid the anti-CD19 antibody comprises a VH domain
comprising the amino agid sequence of SEQ 1D NO: 1 and a VL domain
comprising the amino/acid sequence of SEQ 1D NO: 5.

The use of claim Y, wherein the anti-CD20 aniibody is rituximab.

Use of an antitCD19 antibody and an anti-CD20 antibody in the manufacturs
of a medicament for treating B cell ymphoma, wherein the anti-CD19
antibody/and the anti-CD20 antibody are fo be used in a combination therapy
and wHerein the medicament is to be administered to a patient in need
thepéot, wherein z dosage of said combination therapy has greater anti-tumor

tivity than a dosage of said anti-CD19 antibcdy that is at least two-foid
higher than the dosage of the combination therapy.
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~—The-use-of-claim-20-wherein-said-B-eel-Hymphoma-is-selected-from-aeut

lymphoblastic leukemia {ALL), chronic lymphocytic leukemia (CLL), or non-
Hodgkin lymphoma {(NHL).

The use of claim 20, wherein the combination therapy provides a synergistic

therapeutic effect.

The use of claim 20, wherein the anti-CD19 and anti-CD20 antibodies are

administered simultanaously.

The use of claim 20, wherein the anti-CD19 and anti-CD20/4antibodies are
administered sequentially.

The use of claim 20, wherein the anti-tumor activity ig' an inhibition of tumor
growth.

The use of claim 20, wherein the anti-tumor agfivity is a depletion of malignant

B ceils.

The use of claim 20, wherein the anti-CE¥19 antibody has enhanced antibody-
dapendent cell-mediated cytotoxicity (ADCC) as measured in vifro.

The use of claim 20, wherein the anti-CD19 antibedy is afucosylated.

The use of claim 20, wherein $he anti-CD19 antibody is 2 human or

hurnanized ardibody.

The use of claim 20, whérein the anti-CD19 antibody comprises a heavy

chain CDR1 comprisifig the amino acid sequence of SEQ 1D NO: 2, a heavy
chain COR2 compyising the amine acid sequence of SEQ 1D NO: 3, a heavy
chain CDR3 co

chain CDR1 cgmprising the amino acid sequence of SEQ 1D NO:6, a light

rising the amino acid sequence of SEQ ID NO: 4, a light

chain CDR2/comprising the amino acid sequence of SEQID NO: 7, and a
fight chaiy CDR3 comprising the amino acid sequence of SEQ ID NO: 8.

The
corAprising the amino acid sequence of SEQ 1D NO: 1.

e of claim 20, wherein the anti-CD18 antibedy comprises a VH domain

he use of claim 20, wherein the anti-CD19 antibody comprises a VL domain
comprising the amino acid sequence of SEQ ID NO: 5.
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—33——The-vse-of-claim-20-wherein-the-anti-CD18-aniibody-comprises-a-\VH-domain
comprising the amino acid sequence of SEQ 1D NO: 1 and a VL domain
comptising the amino acid sequence of SEQ 1D NO: 5.

34, The use of claim 20, wherein the anti-CD20 antibody is rituximab.




We Claim:

1.

Use of an anti-CD19 antibody and an anti-CD20 antibody in the manufacture
of a medicament for trealing B cell lymphoma, wherein the anti-CD19
antibody and the anti-CD20 antibedy are to be used in a combination therapy
and wherein the medicament is to be administered to a patient in need
thereof, wherein said combination therapy provides anti-tumor activity for at
least six month; or wherein said combination therapy provides anti-tumor
activity for at least one month or at east six month longer than either said
anti-CD19 antibody or said anti-CD20 antibody administered singly on a
comparable dosing schedule; or wherein tumor volume in the patient
increases by less than 10% during a six month period of treatment with the

combination therapy.

The use of claim 1, wherein said B cell lymphoma is selected from acute
lymphoblastic leukemia (ALL), chronic lymphocytic leukemia (CLL), or non-
Hodgkin lymphoma (NHL).

The use of claim 1, wherein the combination therapy provides a synergistic
therapeutic effect.

The use of claim 1, wherein the anti-CD19 and anti-CD20 antibodies are to be

administered simultaneously.

The use of claim 1, wherein the anti-CD19 and anti-CD20 antibodies are to be
administered sequentially.

The use of claim 1, wherein the anti-tumor aectivity is an inhibition of tumor

growth.

The use of claim 1, wherein the anti-tumor activity is a depletion of malignant

B cells.

The use of claim 1, wherein the anti-CD19 antibody has enhanced antibody-
dependent cell-mediated cytotoxicity (ADCC) as measured in vitro and

wherein the anti-CD19 antibody is afucosylated.

The use of claim 1, wherein the anti-CD19 antibody is a human or humanized
antibody.
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The use of claim 1, wherein the anti-CD18 antibody comprises a heavy chain
CDR1 comprising the amino acid sequence of SEQ ID NO: 2, a heavy chain
CDR2 comprising the amino acid sequence of SEQ ID NO: 3, a heavy chain
CDR3 comprising the amino acid sequence of SEQ ID NO: 4, a light chain
CDR1 comprising the amino acid sequence of SEQ ID NO:6, a light chain
CDR2 comprising the amino acid sequence of SEQ ID NO: 7, and a light
chain CDR3 comprising the amino acid sequence of SEQ ID NO: 8.

The use of claim 1, wherein the anti-CD19 antibody comprises a VH domain

comprising the amino acid sequence of SEQ 1D NO: 1.

The use of claim 1, wherein the anti-CD19 antibody comprises a VL domain

comprising the amino acid sequence of SEQ ID NO: 5.

The use of claim 1, wherein the anti-CD19 antibody comprises a VH domain
comprising the amino acid sequence of SEQ ID NO: 1 and a VL domain
comprising the amino acid sequence of SEQ 1D NO: 5.

The use of claim 1, wherein the anti-CD20 antibody is rituximab.

Use of an anti-CD19 antibody and an anti-CD20 antibody in the manufacture
of a medicament for treating B cell lymphoma, wherein the anti-CD19
antibody and the anti-CD20 antibody are to be used in a combination therapy
and wherein the medicament is to be administered to a patient in need
thereof, wherein a dosage of said combination therapy has greater anti-tumor
activity than a dosage of said anti-CD19 antibody that is at least two-fold
higher than the dosage of the combination therapy.

The use of claim 15, wherein said B cell lymphoma is selected from acute
lymphoblastic leukemia (ALL), chronic lymphocytic leukemia (CLL), or non-
Hodgkin lymphoma (NHL).

The use of claim 15, wherein the combination therapy provides a synergistic
therapeutic effect.

The use of claim 15, wherein the anti-CD19 and anti-CD20 antibodies are

administered simultaneously.

The use of claim 15, wherein the anti-CD19 and anti-CD20 antibodies are

administered sequentially.
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The use of claim 15, wherein the anti-tumor activity is an inhibition of tumor
growth.

The use of claim 15, wherein the anti-tumor activity is a depletion of malignant
B cells.

The use of claim 15, wherein the anti-CD19 antibody has enhanced antibody-
dependent cell-mediated cytotoxicity (ADCC) as measured in vitro and

wherein the anti-CD19 antibody is afucosylated.

The use of claim 15, wherein the anii-CD19 antibody is a human or

humanized antibody.

The use of claim 15, wherein the anti-CD19 aniibody comprises a heavy
chain CDR1 comprising the amino acid sequence of SEQ ID NO: 2, a heavy
chain CDR2 comprising the amino acid sequence of SEQ ID NO: 3, a heavy
chain CDR3 comprising the amino acid sequence of SEQ ID NO: 4, a light
chain CDR1 comprising the amino acid sequence of SEQ ID NO:6, a light
chain CDR2 comprising the amino acid sequence of SEQ ID NO: 7, and a
light chain CDR3 comprising the amino acid sequence of SEQ 1D NO: 8.

The use of claim 15, wherein the anti-CD19 antibody comprises a VH domain

comprising the amino acid sequence of SEQ ID NO: 1.

The use of claim 15, wherein the anti-CD19 antibody comprises a VL domain
comprising the amino acid sequence of SEQ D NO: 5.

The use of claim 15, wherein the anti-CD19 antibody comprises a VH domain
comprising the amino acid sequence of SEQ ID NO: 1 and a VL domain

comprising the amino acid sequence of SEQ ID NO: 5.

The use of claim 15, wherein the anti-CD20 antibody is rituximab.
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