
16 

Claims 

1. A pharmaceutical combination comprising : 

a. an antibody specifically recognizing CD38, and 

5 b. at least bortezomib, 

wherein said antibody comprises at least one heavy chain and at least 

one light chain, wherein said heavy chain comprises an amino acid 

sequence represented by SEQ ID NO: 66 and/or said heavy chain 

comprises three sequential complementarity-determining regions having 

10 amino acid sequences SEQ ID NOS: 13, 14 (or 81), and 15, and wherein 

said light chain comprises an amino acid sequence selected from the 

group of SEQ ID NOS: 62 and 64, and/or said light chain comprises three 

sequential 	complementarity-determining 	regions 	having 	amino 	acid 

sequences represented by SEQ ID NOS: 16, 17 and 18. 

15 

2. The 	combination 	of 	claim 	1, 	wherein 	said 	antibody 	is 	a 	chimeric 	or 

humanized antibody. 

3. A pharmaceutical combination comprising an antibody and at least bortezomib, 

20 wherein said antibody consists of: 

- a light chain comprising an amino acid sequence of SEQ ID NOS: 62; and 

- a heavy chain comprising an amino acid sequence of SEQ ID NO: 66. 

4. The combination according to claim 1 for use in the treatment of cancer, 

25 wherein the antitumor efficacy of the combination is from about 11 to about 

42% T/C. 

5. The combination according to claim 1 for use in the treatment of cancer, 

wherein the antitumor efficacy of the combination is from about 0 to about 

30 10% T/C. 

6. A pharmaceutical combination according to claim 1 for use in the treatment of 

cancer. 
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7. 	The 	combination 	of 	claim 	6, 	wherein 	said 	antibody 	is 	a 	chimeric 	or 

humanized antibody. 

5 8. The combination according to claims 6 to 7 wherein the antibody specifically 

recognizing CD38 and bortezomib are to be administered separately. 

9. The combination according to claims 6 to 7 wherein the antibody specifically 

recognizing 	CD38 	and 	bortezomib 	are 	to 	be 	administered 	semi- 

10 simultaneously. 

10. The combination according to claims 6 to 7 wherein the administration of 

antibody specifically recognizing CD38 and bortezomib are Ito he ivKiispaced 

out over a period of time so as to obtain the maximum efficacy of the 

15 combination. 

11. An article of manufacture comprising: 

a) a packaging material 

b) a combination of : 

20 (i) an antibody specifically recognizing CD38, and 

(ii) at least bortezomib, 

wherein said antibody comprises at least one heavy chain and at least one 

light chain, wherein said heavy chain has an amino acid sequence SEQ ID 

NO: 66 and said heavy chain comprises three sequential complementarity- 

25 determining regions having amino acid sequences SEQ ID NOS: 13, 14 (or 

81), and 15, and wherein said light chain amino acid sequence is SEQ ID 

NOS: 	62 	or 	64, 	and 	said 	light 	chain 	comprises 	three 	sequential 

complementarity-determining regions having amino acid sequences SEQ ID 

NOS: 16, 17 and18 and 

30 c) a label or package insert contained within said packaging material indicting that 

said combination thereof is effective for treating cancer. 
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12.  The combination according to claims 6 to 10 wherein the cancer is a CD38 

expressing cancer. 

13.  The combination according to claim 12 wherein the CD38 expressing cancer 

5 is a hematological cancer. 

14.  The combination according to claim 13 wherein the hematological cancer is 

selected from the group consisting of multiple myeloma, leukemia, acute 

and 	chronic 	lymphocytic 	leukemia, 	acute 	and 	chronic 	lymphoblastic 

10 leukemia, B-cell lymphoma, T-cell lymphoma, non- Hodgkin lymphoma; acute 

and chronic myelogenous leukemias, and promyelocytic leukemia. 



Claims 

1.  A 	pharmaceutical 	combination 	comprising 	an 	antibody 	specifically 

recognizing CD38 and at least bortezomib, wherein said antib.dy is capable 

5 of killing 	a 	CD38+ 	cell 	by apoptosis, 	antibody-depend- 	t cell-mediated 

cytotoxicity (ADCC), and complement-dependent cytoxicit 	(CDC). 

2.  The combination of claim 1, wherein said antibody is = humanized antibody. 

10 3.  The combination of claim 2 wherein said antis idy comprises one or more 

complementarity-determining region having a • amino acid sequence selected 

from the group consisting of SEQ ID NOS: 	, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 

13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 2 	, 24, 25, 26, 27, 28, 29, 30, 31, 32, 

33, 34, 35, 36 and 81. 

15 

4.  The combination of claim 3 wh= ein said antibody comprises at least one 

heavy chain and at least one 	ght chain, wherein said heavy chain has an 

amino acid sequence SEQ I ri NO: 66 and said heavy chain comprises three 

sequential 	complement. i y-determining 	regions 	having 	amino 	acid 

20 

25 5.  

sequences SEQ ID NO': 13, 14 (or 81), and 15, and wherein said light chain 

amino acid sequen • is SEQ ID NOS: 62 or 64, and said light chain 

comprises three 	- equential 	complementarity-determining 	regions having 

amino acid seque aces SEQ ID NOS: 16, 17 and18, 

The combi :tion of claim 3 wherein said antibody comprises at least one 

heavy ch - n and at least one light chain, wherein said heavy chain has an 

amino -cid sequence represented by SEQ ID NO: 72 and said heavy chain 

comprises 	three sequential 	complementarity-determining 	regions 	having 

a , ino acid sequences SEQ ID NOS: 25, 26, and 27, and wherein said light 

30 hain has an amino acid sequence selected from the group of SEQ ID NOS: 

68 and 70, and said light chain comprises three sequential complementarity-

determining regions having amino acid sequences SEQ ID NOS: 28, 29, and 

30. 



6.  The combination according to claim 1 for use in the treatment ,,f cancer, 

wherein the antitumor efficacy of the combination is from abou 	1 to about 

42% T/C. 

5 7.  The combination according to claim 1 for use in the tr: - tment of cancer, 

wherein the antitumor efficacy of the combination is fr,,nn about 0 to about 

10% T/C. 

8.  A pharmaceutical combination according to claim 	for use in the treatment of 

10 cancer. 

9.  The combination of claim 8, wherein said a,  tibody is a humanized antibody. 

10.  The combination of claim 9 wherein .aid antibody comprises one or more 

15 complementarity-determining region 	aving an amino acid sequence selected 

from the group consisting of SEQ 	' NOS: 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 

13, 14, 15, 16, 17, 18, 19, 20, , 	, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 

33, 34, 35, 36 and 81. 

20 11.  The combination of clai , 9 wherein said antibody comprises at least one 

heavy chain and at le- t one light chain, wherein said heavy chain has an 

amino acid sequenc: SEQ ID NO: 66 and said heavy chain comprises three 

sequential 	comp • mentarity-determining 	regions 	having 	amino 	acid 

sequences SEQ • NOS: 13, 14 (or 81), and 15, and wherein said light chain 

25 has an amino .cid sequence selected from the group of SEQ ID NOS: 62 

and 64, an. said light chain comprises three sequential complementarity-

determini • regions having amino acid sequences SEQ ID NOS: 16, 17, and 

18. 

30 12.  Th z combination of claim 11 wherein said antibody comprises at least one 

h• avy chain and at least one light chain, wherein said heavy chain has an 

-mino acid sequence SEQ ID NO: 72 and said heavy chain comprises three 

sequential 	complementarity-determining 	regions 	having 	amino 	acid 

sequences SEQ ID NOS: 25, 26, and 27, and wherein said light chain has an 

	4 
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amino acid sequence of SEQ ID NOS: 68 or 70, 	-nd said light chain 

comprises 	three 	sequential 	complementarity-deter 	fining 	regions 	having 

amino acid sequences SEQ ID NOS: 28, 29, and 3► . 

5 13.  The combination according to claims 8 to 12 w erein the antibody specifically 

recognizing CD38 and bortezomib are adnnini •tered separately. 

14.  The combination according to claims 8 to 	2 wherein the antibody specifically 

recognizing CD38 and bortezomib are 	ministered semi-simultaneously. 

10 

15.  The combination according to clai 	s 8 to 12 wherein the administration of 

antibody specifically recognizing f D38 and bortezomib are spaced out over a 

period of time so as to obtain t • maximum efficacy of the combination. 

15 16.  An article of manufacture 	•mprising: 

a) a packaging material 

b) a combination of . 	antibody specifically recognizing CD38 and at least 

bortezomib, where, 	said antibody is capable of killing a CD38+  cell by 

apoptosis, 	antib• iy-dependent 	cell-mediated 	cytotoxicity 	(ADCC), 	and 

20 complement-dependent cytoxicity (CDC), and 

c) a label o 	package' insert contained within said packaging material 

indicting th - 	said combination thereof is effective for treating cancer. 


