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CLAIMS 

1. 

manufacture of a amounts of Use of an anti-CD19 	 immunoconjugate in the maytansinoid 

medicament for the treatment of leukemia or lymphoma, wherein said ,anti-CD19 

maytansinoid immunoconiugate: 
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i. 	has the following formula: 
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and 

said light chain ii. 	comprises an antibody comprising a light chain and a heavy chain, 

having the sequence of SEQ ID NO: 7, and said heavy chain having the sequence of 

SEQ ID NO: 8. 

the 

all grades 

of eye 

is to be 2. 	An—metlaadThe use according to claim 11  wherein the immunoconjugate 

administered with a dose regimen reducing the toxicity resulting from the 

3. 	A methodThe use according to any one of  claime 1 and 21  wherein 

treatment. 

toxicity is an 

of eye 

related 

ocular toxicity resulting in eye related adverse events. 

4. 	A method  The use according to claim 31  wherein the occurrence 

related adverse events is below 40 %. 

5. 	A method The use according to 	31 	the claim 	wherein 	occurrence 

adverse events grade 3 or 4 is below 13 %. 
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6. 	The use according to any one of claims 1 to 5, wherein said anti-CD19 maytansinoid 

immunoconjugate is to be administered at a dose of about 55 mg/m2. 

6. A method of treating CD19+ B cell malignancies symptom in 	in a patient 	need 

! - 	• 	cl-i-m-muRiacroviivateand-acim-inistering to the -' 	- 	- 	- 	0 

e . 	-• 	e 	 - 	- • 	- 	 • • 2 	• - 	" • e - 	- 	- 	 - - 	- - 	- 	- - - - 	- - 	- 	- 	- 	- 	 - 

about one week. 

7. A method according to claim 6 wherein the administration of the initial dose is 

one week. 

8. A method according to any one of claims 6 and 7 	thc 	 thc wherein 	administration of 

initial dose is followed by the administration of between 6 and 14 doses 	in time separated 

from each other by about one week. 

9-A-method-a000rding to 	 - 	 ----- -------es-th any-one-ef-GFai 	. - 	= 	 - 

steps of: 

• administering to the 	an initial dose of about 55 mg/m2, 	the 	CD19 patient 	 of 	anti 



22 

• administering to the 	at least 6 su-19„equent-dcs,e,of-a-bout-5-5-mgli* patient 

.- 	! e 	-- 	-• 

10. 	A method according to claim 6 wherein said method 	 further comprises a 	step of 

administration of subsequent doses of about 55 mg/m2 	CD19 of anti 	maytansinoid 

are separated 	 each other 	about immunoconjugate wherein the doses 	 in time from 	by 	two 

weeks. 

41-7. 	A method according to any one of claims 	- e . - 

the 	Use 	 immunoconjugate in the steps of 	of an anti-CD19 maytansinoid 	 manufacture of a 

medicament for the treatment of leukemia or lymphoma in a patient, wherein said anti-CD19 

maytansinoid immunoconiudate is to be administered with the following dosage regimen: 

(a) administration cring to the patientof an initial dose of about 55 mg/m21-ef 

the anti CD19 maytansinoid immunoconjugate, 

(b) to the 	 least 3 	 doses administrationcring 	patientof at 	subsequent 	of about 

55 mg/nn2-_separated in time from each other by about one week of the 

anti CD19 maytansinoid immunoconjugate , and 

(c) administration ering to the patientof at least 3 subsequent doses of about 

55 mg/m2  of the anti-CD19 maytansinoid immunoconjugate, separated in 

time from each other by about two weeks. 

8. 	The use according to claim 7, wherein step (b) consists in the administration of 3 

subsequent doses. 

9, 	The use according to claim 7, wherein step (c) consists in the administration of 3 

subsequent doses. 

12. 	A method according to any one of claims 1 to 11 wherein said CD19+ B cell 

malignancies symptom is a leukemia symptom or a lymphoma symptom. 

1-310. 	The useA-raetned according to any one of claims -1-2-7 to 9, wherein said leukemia 

symptoralymphoma -is a Non-Hodgkin's lymphoma symptorn-(NHL)  symptom. 

, 	, 	- - 	•ee 	e -e 	e 	,- --_e 	- - 

lymphoblastic leukemia (ALL) symptom. 

1-511. 	The use A method  according to claim 4-3-10.  wherein said Non-Hodgkin's lymphoma 

symotom-is selected from the group consisting of a Diffuse Large B-cell lymphoma (DLBCL), 

a folicullar lymphoma (FL), a Mantle cell lymphoma (MCL), a Marginal zone lymphoma 
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(MZL), a Small lymphocytic lymphoma (SLL) e-r-and a WaldenstrOm macroglobulinemia 

(WM). 

12. 	The use according to claim 1 L wherein said Non-Hodgkin's lymphoma is a Diffuse 

Large B-cell lymphoma (DLBCL). 

4613. The useA-methed according to claim 43-10 wherein said Non-Hodgkin's lymphoma 

symptom is a relapsed or refractory B-cell non-Hodgkin's lymphoma. 
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4714. 	The use A method  according to claim 4-3-10 wherein said Non-Hodgkin's lymphoma 

symptom is a B-cell non-Hodgkin's lymphoma expressing CD19. 

18. 	A method according to claim e e 	- ' has already been treated -4 	- 	- 	 -for-the 

Non Hodgkin's lymphoma symptom. 

1-9A-methed-assereling-to-claim-13-wherein said 	 rit-uximab-theraf patient-has-failed 

29. 	A methold-aeGer-ding-te-Glaim-1-3-sAiherein-said-Nen-Hocigkins--IymphoFna-symptem-is-a 

rituximab resistant disease. 

24,--A-methed-accor-ding-t-ta-elaim43-wherein 	 has-reseived-an-autelegeus-er said patient 

allogeneic stem cell transplant. 

• -- - 	 - 	 1 to 21 ** - - -* * 	e .s--any-one-of claims 	wherein-the-anti-G-D4-9-maytansineicl 

23. 	A method-asoarding-to-anyene-of-slaims-1 to-22-whiGh--is-eafe-and-effestive: 

2415. The use A method  according to any one of claims 4-7 to 23  14 which further 

comprises administering  simultaneously or sequentially administration of an effective amount 

of a chemotherapeutic agent. 

25. 	A method according to any-one-of-olaims-l-te-24--wherein-the-anti-GD49-maytansinoid 

immoneeenjugate-eemprisos 	 whioh-binds-s-pezifisally-to-the-G-019 an-antilaody 	 antigen 
. 	. _ 	...., 	1..• 

. 

2616. The use A method  according to any one of claims 4-7 to 25-15 wherein the anti- 

CD19 maytansinoid immunoconjugate comprises an antibody which binds specifically to the 

CD19 antigen conjugated to DM4. 

2717. 	The use A method-according to any one of claims 4-7 to 26  16 wherein the anti- 

CD19 maytansinoid immunoconjugate comprises an antibody which binds specifically to the 

CD19 antigen conjugated to DM4 through a cleavable linker. 

2-518. 	The useiVrnetilecl according to any one of claims 4-7 to 2-7-17. wherein the anti-CD19 

maytansinoid immunoconjugate comprises an antibody which binds specifically to the CD19 

antigen conjugated to DM4 through a N-succinimidyl 4-(2-pyridyldithio)butanoate (SPDB), 

linker. 



24 

2919. The use A method  according to any one of claims 4-7 to 28  18 wherein the anti- 

CD19 maytansinoid immunoconjugate comprises an antibody which binds specifically to the 

CD19 antigen conjugated to DM4 through N-succinimidyl 4-(2-pyridyldithio)butanoate 

iSPDB) linker, wherein about 3.5 molecules of DM4 are bound through the SPDB linker to 

each huB4 molecule. 

3020. The use A method  according to any one of claims 4-7 to 29 19 wherein the anti- 

CD19 maytansinoid immunoconjugate has the following formula: 
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3421. The use A method  according to any one of claims 4-7 to 3020, wherein the anti-CD19 

maytansinoid immunoconjugate comprises an antibody and the said antibody comprises six 

complementary determining region (CDR), said CDR having the sequences represented in 

SEQ ID NOs 1 to 6. 

3222. The use A method  according to any one of claims 4-7 to 3020, wherein the anti-CD19 

maytansinoid immunoconjugate comprises an antibody and the said antibody comprises a 

light chain, wherein the sequence of the said light chain has at least 60%, identity with the 

sequence displayed in SEQ ID NO. 7. 

3323. The use A method  according to any one of claims 4-7 to 3020, wherein the anti-CD19 

maytansinoid immunoconjugate comprises an antibody and the said antibody comprises a 

heavy chain, wherein the sequence of the said heavy chain has at least 60%, identity with 

the sequence displayed in SEQ ID NO. 8. 



25 

3424. The use A method  according to any one of claims 1-7 to 3020, wherein the anti-CD19 

maytansinoid immunoconjugate comprises an antibody and the said antibody comprises a 

light chain and a heavy chain, said light chain having the sequence represented in SEQ ID 

NO. 7, and said heavy chain having the sequence represented in SEQ ID NO. 8. 

A 	- - 	• e e 	e ..e 	e 	e•- 	e 	•• _ _ 	 ---e 	_- 	- _ 

immunoconjugate 	the HuB4 antibody. comprises 

36. A method according to any one of claims 1 to 30 wherein the anti CD19 maytansinoid 

immunoconjugate is the HuB4 DM4 conjugate. 

37. A method according to any one of claims 2 to 30 wherein the docc rcgimcn rcducco 

the toxicity resulting form the treatment with the HuB4 DM4 conjugate. 

38. Anti CD19 maytansinoid immunoconjugate for treating a human 	diagnosed patient 

with a CD19+ cell malignancy symptom with a method comprising the steps of administering 

e 	-- e- 	-• 	• 	• • 	ee 	- e 	"e 	..2 	 • -- 	- 	• 	! ---- 	-e ee 	 : 

55 mg/m2, of the anti CD19 	 immunoconjugate, 	the 	 doses maytancinoid 	 wherein 	subsequent 

39. Anti CD19 maytansinoid immunoconjugate for treating a human 	diagnosed patient 

•e e 

immunoconjugate; and then administering to the 	e 	 - 	- - 	- patien 	- 	- 	- 	- 	- - 	- - 	- - 	- 

about 55 mg/m2, 	the anti CD19 maytansinoid immunoconjugate 	in time from of 	 separated 

doses-e#-about-55-mgima-of-the-ariti-G-D-1-9-mayt-ansinoid-inam • ± I • 	t 	- 	- e 	' 	'— - 	- 	- - e- 	- 

from each other by about two weeks. 

40. 	An article 	manufacture comprising: of 

a) a packaging material 
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b) an anti CD19 maytansinoid immunoconjugate, and 

other by about one week in an amount that is 	55 mg/m2. about 

41. An article of manufacture comprising: 

a) a 	material packaging 

of about 55 mg/m2, then in a 	of subsequent doses separated in time from plurality 	 each 

other by about one week in an amount that is about 55 nand then in a plurality of 

subsequent doses separated in time from each other by about two 	in weeks 	an amount 

that is about 55 mg/m2. 

42. An article of manufacture comprising: 

a) a 	material packaging 

about 55 mg/m2  to minimize the 	toxicity risks of 

43. An article of manufacture 	to 	12 	the 

	

according 	claim 	wherein 	occurrence of eye related 

advcrce events (all 	is below 10 %. grades) 

41. 	An article of manufacture according to claim 12 wherein the 	 of occurrence 	eye related 

adverse 	 3/4 is below 13%. events grade 

25. 	An antibody—drug conjugate composed of a humanized IcG1 monoclonal antibody 

specifically 	targeting 	the 	CD19 	antigen 	conjugated 	through 	a 	disulfide 	link 	to 	the 

maytansinoid derivative DM4, wherein: 

(a) said antibody antibody—drug conjugate has the structure shown in Formula (I); and 
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(bLsaid humanized IgG1 monoclonal antibody specifically targeting the CD19 antigen 

comprises a light chain having the sequence represented in SEQ ID NO. 7, and a 

heavy chain having the sequence represented in SEQ ID NO. 8. 


