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10)  

11)  

12)  

14) 

characterized in that said antibody or epitope-binding fragment thereof is capable 

of killing more than 11 % of MOLP-8 multiple myeloma cells by apoptosis in the 

absence of stroma cells or stroma-derived cytokines. 

9) 	An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	1, 

characterized in that said antibody or epitope-binding fragment thereof is capable 

of killing more than 36 % of SU-DHL-8 lymphoma cells by apoptosis in the 

absence of stroma cells or stroma-derived cytokines. 

An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	1, 

characterized in that said antibody or epitope-binding fragment thereof is capable 

of killing more than 62 % of DND-41 leukemia cells by apoptosis in the absence of 

stroma cells or stroma-derived cytokines. 

An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	1, 

characterized in that said antibody or epitope-binding fragment thereof is capable 

of killing more than 27 % NU-DUL-1 lymphoma cells by apoptosis in the absence 

of stroma cells or stroma-derived cytokines. 

An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	1, 

characterized in that said antibody or epitope-binding fragment thereof is capable 

of killing more than 9 % of JVM-13 leukemia cells by apoptosis in the absence of 

stroma cells or stroma-derived cytokines. 

An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	1, 

characterized in that said antibody or epitope-binding fragment thereof is capable 

of killing more than 4 % of HC-1 leukemia cells by apoptosis in the absence of 

stroma cells or stroma-derived cytokines. 

An antibody or epitope-binding fragment thereof according to any of the previous 

claims, characterized in that said antibody or epitope-binding fragment thereof 

binds CD38 with a kD  of 3 x 10-9  M or lower. 

:::, 	 -....... 	- 

30 

-characterized -ifi-that-eaid-aritibetty-er-e-pitepe-bineting4r-agment-thereof cempr-ises 

01:143-Or •more-eemplemeRtafity-determining-fegiotrhaving-atramitteraeld-sequenee- 

colcotcd from the 	 SEQ group conai3ting of 	ID NOS: 1, 2, 3, 4, 5, C, 7, 8, 9,'10, 11, 

.12, 13, 11, 16, 16, 17, 18, 10, 20, 21, 22, 23, 24, 25, 2G, 27, 28, 29; 30, 31, 327- 
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33, 34, 35, and 36. 

16)  antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	15, 

cha acterized in that said antibody or epitope-binding fragment thereof comprises 

at ledst one heavy chain and at least one light chain, and said heavy chain 

5 

10 

compris s three sequential complementarity-determining regions having amino 

acid sequ 	es selected from the group consisting of SEQ ID NOs:1, 2, 3, 7, 8, 9, 

13, 14, 15,19, 20, 21, 25, 26, 27, 31, 32, and 33, and said light chain comprises 

three 	sequenl 	complementarity-determining 	regions 	having 	amino 	acid 

sequences selected from the group consisting of SEQ ID NOs: 4, 5, 6, 10, 11, 12, 

16, 17, 18, 22, 23, 24, 28, 29, 30, 34, 35, and 36. 

17)  An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	16, 

characterized in that said antibody or epitope-binding fragment thereof comprises 

a light chain variable regio 	having an amino acid sequence selected from the 

group consisting of SEQ ID N 	: 38, 40, 42, 44, 46, and 48. 

15 	18) An 	antibody 	or 	epitope-binding 	fragment thereof according 	to 	claim 	16, 

characterized in that said antibody or epitope-binding fragment thereof comprises 

a heavy chain variable region having 	ri amino acid sequence selected from the 

group consisting of SEQ ID NOS: 50, 52, l4, 56, 58, 60. 

20 

19)  An 	antibody 	or 	epitope-binding 	fragment thereof 	according 	to 	claim 	16, 

characterized in that said antibody or epitope-binding fragment thereof comprises 

at least one heavy chain and at least one light chain, wherein said heavy chain 

comprises three sequential complementarity-determining regions having amino 

acid sequences represented by SEQ ID NOS: 1, 2, and 3, and wherein said light 

chain comprises three sequential complernentarity-determining regions having 

25 amino acid sequences represented by SEQ ID NOS: 4, 5, and 6. 

20)  An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	19, 

charaterized in that said antibody or epitope-binding fragment thereof comprises a 

light chain variable region having an amino acid sequence consisting of SEQ ID 

NO: 38. 

30 	21) An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	19, 

charaterized in that said antibody or epitope-binding fragment thereof comprises a 

- -heavy-eltaitt-variable-regien-freiving-an-amine-acid-sequence-eensisting-ef SEC), ID 
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NO: 50. 

22)  An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	16, 

characterized in that said antibody or epitope-binding fragment thereof comprises 

at least one heavy chain and at least one light chain, wherein said heavy chain 

5 \b•mprises three sequential complementarity-determining regions having amino 

aci 	sequences represented by SEQ ID NOS: 7, 8, and 9, and wherein said light 

chain 	omprises three sequential complementarity-determining regions having 

amino a 'd sequences represented by SEQ ID NOS: 10, 11, and 12. 

10 

23)  An 	antibody 	or 	epitope-binding 	fragment thereof 	according 	to 	claim 	22, 

charaterized in t 	t said antibody or epitope-binding fragment thereof comprises a 

light chain variable egion having an amino acid sequence consisting of SEQ ID 

NO: 40. 

24)  An 	antibody 	or 	epitope- 'riding 	fragment 	thereof 	according 	to 	claim 	22, 

charaterized in that said antib (kr or epitope-binding fragment thereof comprises a 

15 heavy chain variable region havir1 	an amino acid sequence consisting of SEQ ID 

NO: 52. 	 \ 

\ 

25)  An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	16, 

characterized in that said antibody or epitope-binding fragment thereof comprises 

at least one heavy chain and at least one ligi'tt\  chain, wherein said heavy chain 

20 comprises three sequential complementarity-det 	mining regions having amino 

acid sequences represented by SEQ ID NOS: 13, 	and 15, and wherein said 

light 	chain 	comprises three 	sequential 	complemen 	rity-determining 	regions 

having amino acid sequences represented by SEQ ID NO \16, 17, and 18. 

26)  

25 

An 	antibody 	or 	epitope-binding 	fragment 	thereof 	accordi 	to 	claim 	25, 

charaterized in that said antibody or epitope-binding fragment Cher 	f comprises a 

light chain variable region having an amino acid sequence consistinb\of SEQ ID 

NO: 42. 	 \ 

N, 
27)  An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim \ 	5, 

charaterized in that said antibody or epitope-binding fragment thereof comprises 

30 heavy chain variable region having an amino acid sequence consisting of SEQ ID 

NO: S4. 



8) An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	16, 

characterized in that said antibody or epitope-binding fragment thereof comprises 

t least one heavy chain and at least one light chain, wherein said heavy chain 

co -1prises three sequential complementarity-determining regions having amino 

5 acid 	equences represented by SEQ ID NOS: 19, 20, and 21, and wherein said 

light 	c 	in 	comprises three 	sequential 	complementarity-determining 	regions 

having an -lo acid sequences represented by SEQ ID NOS: 22, 23, and 24. 

29)  An 	antibody 	r 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	28, 

charaterized in t 	t said antibody or epitope-binding fragment thereof comprises a 

10 light chain variable egion having an amino acid sequence consisting of SEQ ID 

NO: 44. 

30)  An 	antibody 	or 	epitop 	binding 	fragment 	thereof 	according 	to 	claim 	28, 

charaterized in that said anti ody or epitope-binding fragment thereof comprises a 

heavy chain variable region ha ng an amino acid sequence consisting of SEQ ID 

15 NO: 56. 

31)  An 	antibody 	or 	epitope-binding 	f :•ment 	thereof 	according 	to 	claim 	16, 

characterized in that said antibody or e • ape-binding fragment thereof comprises 

at least one heavy chain and at least one light chain, wherein said heavy chain 

comprises three sequential complementarit 	determining regions having amino 

20 acid sequences represented by SEQ ID NOS: 	5, 26, and 27, and wherein said 

light 	chain 	comprises three 	sequential 	compl 	-nentarity-determining 	regions 

having amino acid sequences represented by SEQ I 	NOS: 28, 29, and 30. 

32)  An 	antibody 	or 	epitope-binding 	fragment 	thereof 	a cording 	to 	claim 	31, 

charaterized in that said antibody or epitope-binding fragme 	thereof comprises a 

25 light chain variable region having an amino acid sequence c 	sisting of SEQ ID 

NO: 46. 

33)  An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according 	t 	claim 	31, 

charaterized in that said antibody or epitope-binding fragment thereof c 	prises a 

heavy chain variable region having an amino acid sequence consisting of 	EQ ID 

30 NO: 58. 

34)  An 	antibody 	or 	epitope-binding 	fragment 	thereof according 	to 	claim 	1 

. charaGterized- it“hat-said-antibody-or-opitope,,bindirag fragment.thereofcomptises \ 
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at least one heavy chain and at least one light chain, wherein said heavy chain 

comprises three sequential complementarity-determining regions having amino 

acid sequences represented by SEQ ID NOS: 31, 32, and 33, and wherein said 

light chain 	comprises three 	sequential 	complementarity-determining 	regions 

5 h; ving amino acid sequences represented by SEQ ID NOS: 34, 35, and 36. 

35) An 	tibody 	or 	epitope-binding 	fragment 	thereof 	according 	to 	claim 	34, 

charate 	ed in that said antibody or epitope-binding fragment thereof comprises a 

light chain 	ariable region having an amino acid sequence consisting of SEQ ID 

NO: 48. 

10 	36) An 	antibody 	or epitope-binding 	fragment thereof 	according 	to 	claim 	34, 

charaterized in that -aid antibody or epitope-binding fragment thereof comprises a 

heavy chain variable region having an amino acid sequence consisting of SEQ ID 

NO: 60. 

15 

37) An 	antibody 	or 	epitope-bi 	ing 	fragment 	thereof 	according 	to 	claim 	16, 

characterized 	in 	that said 	an 'body 	or epitope-binding 	fragment thereof is 

produced by a hybridoma cell line 	lected from the group of hybridoma cell lines 

deposited 	at the American Type 	ulture Collection (10801 	University Bld, 

Manassas, VA, 20110-2209, USA), on tine 21, 2006, under the deposit numbers 

PTA-7667, PTA-7669, PTA-7670, PTA-76 	, PTA-7668, and PTA-7671. 

20 	38) An 	antibody 	or 	epitope-binding 	fragment 	ereof 	according 	to 	claim 	16, 

characterized in that said antibody or epitope-bin 	ng fragment thereof comprises 

at least one human constant region. 	 N, 

39)  An 	antibody or epitope-binding 	fragment thereof \ cording 	to 	claim 	38, 

characterized in that said constant region is the human 	G1/IgKappa constant 

25 region. 

40)  An 	antibody 	or 	epitope-binding 	fragment 	thereof 	according`, to 	claim 	16, 

characterized in that said antibody or epitope-binding fragment (hereof is a 

humanized or resurfaced antibody. 	
\, 

.,. 
41)  A 	humanized 	or 	resurfaced 	antibody or epitope-binding 	fragment \firreof 

30 according to claim 40, characterized in that said humanized or resurfed 

-qntibedy-or-epit-ope biosfing-frag-rnent-thereof-comprises-at least-one-heavy chaln 
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and at least one light chain, wherein said heavy chain comprises three sequential 

complementarity-determining regions having amino acid sequences represented 

by SEQ ID NOS: 1, 2, and 3, and wherein said light chain comprises three 

equential complementarity-determining regions having amino acid sequences 

5 re oresented by SEQ ID NOS: 4, 5, and 6. 

42)  A 	but anized 	or 	resurfaced 	antibody 	or 	epitope-binding 	fragment 	thereof 

accordin• 	to claim 40, characterized in that said humanized or resurfaced 

antibody or 	Bitope-binding fragment thereof comprises at least one heavy chain 

and at least on 	light chain, wherein said heavy chain comprises three sequential 

10 complernentarity- -termining regions having amino acid sequences represented 

by SEQ ID NOS: 	8, and 9, and wherein said light chain comprises three 

sequential complemen 	rity-determining regions having amino acid sequences 

represented by SEQ ID N 	S: 10, 11, and 12. 

43)  A 	humanized 	or 	resurface 	antibody 	or epitope-binding 	fragment thereof 

15 according to claim 40, charact 	ized in that said humanized or resurfaced 

antibody or epitope-binding flagmen thereof comprises at least one heavy chain 

and at least one light chain, wherein sa 	heavy chain comprises three sequential 

complementarity-determining regions hav g amino acid sequences represented 

by SEQ ID NOS: 13, 14, and 15, and whe 	in said light chain comprises three 

20 sequential complementarity-determining region 	having amino acid sequences 

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

44)  A 	humanized 	or 	resurfaced 	antibody or 	epitope- 'nding 	fragment thereof 

according to claim 43, characterized in that said hu 	anized or resurfaced 

antibody or epitope-binding fragment thereof comprises a 	avy chain variable 

25 region having an amino acid sequence represented by SEQ ID 	0: 66. 

45)  A 	humanized 	or 	resurfaced 	antibody or 	epitope-binding 	frag 	ent 	thereof 

according to claim 43, characterized in that said humanized or 	surfaced 

antibody or epitope-binding fragment thereof comprises a light chain variable 

region having an amino acid sequence selected from the group of SEQ ID NQS: 

30 62 and 64. 

46)  A 	humanized 	or 	resurfaced 	antibody or 	epitope-binding 	fragment thereof \ 

a rnortiing_in claim 4.0, characterized 	 resurfaced --irl---tiqat—gai4-14un4aaieel—er \ 
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antibody or epitope-binding fragment thereof comprises at least one heavy chain 

and at least one light chain, wherein said heavy chain comprises three sequential 

complementarity-determining regions having amino acid sequences represented 

by SEQ ID NOS: 19, 20, and 21, and wherein said light chain comprises three 

\ 5 s 
\
quential complementarity-determining regions having amino acid sequences 

repr'sented by SEQ ID NOS: 22, 23, and 24. 

47) A 	hum. Iized 	or 	resurfaced 	antibody 	or 	epitope-binding 	fragment thereof 

according 	.. 	claim 40, characterized in that said humanized or resurfaced 

antibody or e . tope-binding fragment thereof comprises at least one heavy chain 

10 and at least one ght chain, wherein said heavy chain comprises three sequential 

complementarity-th ermining regions having amino acid sequences represented 

by SEQ ID NOS: 25, 	6, and 27, and wherein said light chain comprises three 

sequential complement. ity-determining regions having amino acid sequences 

represented by SEQ ID N• ,.: 28, 29, and 30. 

15 	48) 	A 	humanized 	or 	resurfaced 	antibody or 	epitope-binding 	fragment thereof 

according to claim 47, charact- ized in that said humanized or resurfaced 

antibody or epitope-binding fragme 	thereof comprises a heavy chain variable 

region having an amino acid sequence - presented by SEQ ID NO: 72. 

49) A 	humanized 	or 	resurfaced 	antibody 	o 	epitope-binding fragment thereof 

20 	according to claim 47, characterized in th 	said humanized or resurfaced 

antibody or epitope-binding fragment thereof co 	prises a light chain variable 

region having an amino acid sequence selected fro , the group of SEQ ID NOS: 

68 and 70. 

50) A 	humanized 	or 	resurfaced 	antibody 	or epitope-bin 	g 	fragment thereof 

25 according to claim 40, characterized in that said humn 	ed or resurfaced 

antibody or epitope-binding fragment thereof comprises at leas one heavy chain 

and at least one light chain, wherein said heavy chain comprises 0 ee sequential 

complementarity-determining regions having amino acid sequences 	-presented 

by SEQ ID NOS: 31, 32, and 33, and wherein said light chain compri• s three 

30 sequential complementarity-determining regions having amino acid seq -nces 

represented by SEQ ID NOS: 34, 35, and 36. 

51)—An—antibedy 	 binding—fregFnent--ther-eof---aecording- or 	opitepc 	 te—elaim-1-67- 



characterized in that said antibody or epitope-binding fragment thereof is a Fab, 

Fab', F(ab')2 or Fv fragment. 

A 	conjugate 	comprising 	the 	antibody 	or epitope-binding 	fragment thereof 

'according to any of claims 1 to 51 linked to a cytotoxic agent. 

5 	53) The 	onjugate of claim 52, characterized in that said cytotoxic agent is selected 

from t 	group consisting of a maytansinoid, a small drug, a tomaymycin 

derivative, 	leptomycin derivative, a prodrug, a taxoid, CC-1065 and a CC-1065 

analog. 

54)  The conjugate o 	claim 53, characterized in that said cytotoxic agent is the 

10 maytansine DM1 of •rmula : 

O 
SH 

CI 	\ 	0  

Me0 	N 	\ . 

401 

 
Nt 

O 

15 -.a ...-.. 
OH 

Me0 

55)  The conjugate of claim 53, characterized in tha' said cytotoxic agent is the 

maytansine DM4 of formula : 

70 
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cx...,....,...,, 
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'-26-56)—T-he—oetitigett-e—of -claim-5 	, character iced in—that—said- 	cylk, o 	. • - 



tomaymycin derivative selected from the group consisting of: 

■ 8,8'41,3-benzenediyIbis(methyleneoxy)i-bis[(S)-2-eth-(E)-ylidene-7-methoxy-

. ,2,3,11a-tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-, -methoxy-1,3-benzenediyIbis(methyleneoxy)]-bis[(S)-2-eth-(E)-ylidene-7- 

	

5 	metho 	1,2,3,11a-tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[1,5-p- tanediyIbis(oxy)]-bis[(S)-2-eth-(E)-ylidene-7-methoxy-1,2,3,11a- 

tetrahydro-5 	syrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[1,4-butanedi 	bis(oxy)]-bisKS)-2-eth-(E)-ylidene-7-methoxy-1,2,3,11a- 

tetrahydro-5H-pyrrois 2,1-c][1,4]benzodiazepin-5-one] 

	

10 	• 	8,8'-[3-methyl-1,5-penta -diyibis(oxy)]-bisKS)-2-eth-(E)-ylidene-7-methoxy- 

1,2,3,11a-tetrahydro-5H-py olo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[2,6-pyridinediylbis(oxy)]-bi 	S)-2-eth-(E)-ylidene-7-methoxy-1,2,3,11a-

tetrahydro-5H-pyrrolo[2,1-c][1,4]be , odiazepin-5-one] 

• 8,8'-[4-(3-tert-butoxycarbonylaminopro• loxy)-2,6-pyridinediylbis- 

	

15 	(methyleneoxy)]-bis[(S)-2-eth-(E)-ylidene--  methoxy-1,2,3,11a-tetrahydro-5H- 

pyrrolo[2,1-c][1,4-]benzodiazepin-5-one] 

• 8,8'45-(3-aminopropyloxy)-1,3-benzenedlylbis(m thyleneoxy)]-bis[(S)-2-eth-(E)-

ylidene-7-methoxy-1,2,3,11a-tetrahydro-5H-pyrrolo •,1-c][1,4]benzodiazepin-5-

one] 

	

20 	• 	8,8'45-(N-methyl-3-tert-butoxycarbonylaminopropy1)-1,3-b; zenediyIbis- 

(methyleneoxy)]-bis[(S)-2-eth-(E)-ylidene-7-methoxy-1,2,3,1 	-tetrahydro-5H-

pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'4543-(4-methyl-4-methyldisulfanyl-pentanoylamino)propyloxy1-1, - 

benzenediyibis(methyleneoxy))-bis[(S)-2-eth-(E)-ylidene-7-methoxy-1, 	3,11a- 

	

25 	tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 	 \ 

• 8,8'45-acetylthiomethy1-1,3-benzenedlyibis(methyleneoxy)]-bis[(S)-2- 	\, 

methylene-7-methoxy-1,2,3,11a-tetrahydro-5H-pyrrolo[2,1-

c][1,4]benzediazepin-5-onal 



\ . \ • bis-{2-[(S)-2-methylene-7-methoxy-5-oxo-1,301a-tetrahydro-5H-pyrrolo[2,1-

c][1,4]benzodiazepin-8-yloxyl-ethyl)-carbamic acid tert-butyl ester 

• 8,8'43-(2-acetylthioethyl)-1,5-pentanediyibis(oxy)]-bis[(S)-2-methylene-7-

methoxy-1,2,3,11a-tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

5 • 8,V45-(N-4-mercapto-4,4-dimethylbutanoyl)amino-1,3- 

benzz. ediyibis(methyleneoxy)]-bis[7-methoxy-2-methylene-1,2,3,11a- 

tetrahy. 8-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[5-(N-4- iethyldithio-4,4-dimethylbutanoyi)-amino-1,3-

benzenediyIbis i ethyieneoxyyl-bis[7-methoxy-2-methylene-1,2,3,11a- 

10 tetrahydro-51-1-pyr I1c[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'45-(N-methyi-N-(2-,  ercapto-2,2-dimethylethyl)amino-1,3- 

benzenediyi(methyleneo 	Fbis[7-methoxy-2-methylene-1,2,3,11a-tetrahydro- 

5H-pyrrolo[2,1-c][1,4]benzo. .zepin-5-onej 

• 8,8'45-(N-methyl-N-(2-methyidit 	•-2,2-dimethylethyl)amino-1,3- 

15 benzenediy1(methyleneoxy)i-bis[7- 	-thoxy-2-methylene-1,2,3,11a-tetrahydro- 

5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-Inel 

• 8,8'40-(2-(4-mercapto-4-nnethyl)-pentana 	.do-ethoxy)-pyridin-2,6-dimethyl)-

dioxyl-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy- „3,11a-tetrahydro-pyrrolo[2,1-

c][1,4]benzodiazepin-5-one] 

20 • 8,8'-[(1-(2-(4-methyl-4-methyldisulfanyi)-pentanamid• ethoxy)-benzene-3,5- 

dimethyl)-dioxyl-bisKS)-2-eth-(E)-ylidene-7-dimethoxy- , 	3,11a-tetrahydro-

pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[(4-(3-(4-methyl-4-methyldisulfanyl)-pentanamido-propoxy 	•yridin-2,6-

dimethyl)-dioxyl-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-t trahydro- 

25 pyrrolo[2,1-c][1,4] benzodiazepin-5-one] 

• 8,8'-[(4-(4-(4-methyl-4-methyldisulfany1)-pentanamido-butoxy)-pyridin-2,• 

dimethyl)-dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-tetrahydro-

pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

.--878'-{(-4-(-3-[4-(-4-methy14-metilytelisulf-anyl-peuktney1)--piperazin-1--y1]-propyl.) 	- 
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pyridin-2,6-dimethyl)-dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-

tetrahydro-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

8,8'-[(1-(3-[4-(4-methy1-4-methyldisulfanyl-pentanoy1)-piperazin-1-y1]-propy1)- 

benzene-3,5-dimethyl)-dioxyybis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a- 

5 tt ahydro-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[ 	-(2-{242-(4-methy1-4-methyldisulfanyl-pentanoylamino)-ethoxyFethoxy}-

ethoxy)- •yridin-2,6-dimethyl)-dioxyl-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy- 

1,2,3,11a- 	trahydro-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[(1-(2-{2-[ 	2-{2-[2-(4-methyl-4-methyldisulfanyl-pentanoylamino)-ethoxy]- 

10 ethoxy}-ethoxy)-e. oxy]-ethoxyl-ethoxy)-benzene-3,5-dimethyl)-dioxyl-bis[(S)-2- 

eth-(E)-ylidene-7-di 	ethoxy-1,2,3,11a-tetrahydro-pyrrolo[2,1- 

c][1,4]benzodlazepin- 	•ne] 

• 8,8'4(142424244-methyl-a, 	ethyldisulfanyl-pentanoylaminoyethoxy]-ethoxy}- 

ethoxy)-benzene-3,5-dimethy -dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy- 

15 1,2,3,11a-tetrahydro-pyrrolo[2,1 	[1,4]benzodiazepin-5-one] 

• 8,8'-[(4-(2-{242-(2-{242-(4-methyl-4- gethy1disulfanyl-pentanoylamino)-ethoxy]- 

ethoxy)-ethoxy)-ethoxyFethoxy)-ethoxy 	syridin-2,6-dimethyl)-dioxy]-bis[(S)-2-

eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-tet n hydro-pyrrolo[2,1-

c][1,4]benzodiazepin-5-one] 

20 • 8,8'-[(1-(2-[methyl-(2-methyl-2-methyldisulfanyl-p • pyl)-amino]-ethoxy)-

benzene-3,5-dimethyl)-dioxy]-bis[(S)-2-eth-(E)-ylide ,e-7-dimethoxy-1,2,3,11a-

tetrahydro-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[(4-(3-[methyl-(4-methyl-4-methyldisulfanyl-pentanoyl 	1 minol-pro py1)-

pyridin-2,6-dimethyl)-dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dimet •xy-1,2,3,11a- 

25 tetrahydro-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[(4-(34methyl-(2-methyl-2-methyldisulfanyl-propyl)-amino]-prop 	-pyridin- 

2,6-dimethyl)-dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-te ahydro-

pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

8,8'-[(1-(4-methy1-4-methyldisulfany1)-pentanamido)-benzene-3,5-dImethyl)-diox, - 
30 	bisr(S) 2 cth (E) ylidcnc 7 dimcthoxy 1,2,3,11a tctrahydro pyrrolo[2,1 
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c][1,4]benzodiazepin-5-one]. 

57)  The conjugate of claim 53, characterized in that the cytotoxic agent is a 

1&•tomycin derivative selected from the group consisting of: 

5 

• (2- i ethylsulfanyl-ethyl)-amid 	of 	(2E,10E,12E,16Z,18E)-(R)-6-Hydroxy-3,5, 

7,9,1 	,15,17-heptamethy1-194(2S,3S)-3-methyl-6-oxo-3,6-dihydro-2H-pyran-2- 

y1)-8-oxo 	onadeca-2,10,12,16,18-pentaenoic 	acid 	(2-methylsulfanyl-ethyl)- 

amid 

• Bis-[(2-mercapt• -thyl)-amid 	of 	(2E,10E,12E,16Z,18E)-(R)-6-hydroxy-3,5,7,9, 

11,15,17-heptame ' 1-19-((2S,3S)-3-methy1-6-oxo-3,6-dihydro-2H-pyran-2-y1)- 

10 8-oxo-nonadeca-2,10, 2,16,18-pentaenoic acid] 

• (2-Mercapto-ethyl)-amid 	,f 	(2E,10E,12E,16Z,18E)-(R)-6-hydroxy-3,5,7,9,11, 

15,17-heptamethy1-19-((2S,3 	-3-methy1-6-oxo-3,6-dihydro-2H-pyran-2-y1)-8-

oxo-nonadeca-2,10,12,16,18-pe,taenoic acid 

• (2-Methyldisulfanyl-ethyl)-amid 	o 	(2E,10E,12E,16Z,18E)-(R)-6-hydroxy- 

15 3,5,7,9,11,15,17-heptamethy1-194(2S, 	)-3-methy1-6-oxo-3,6-dihydro-2H- 

pyran-2-y1)-8-oxo-nonadeca-2,10,12,16,1 	entaenoic acid 

• (2-Methyl-2-methyldisulfanyl-propyl)-amid 	o 	(2E,10E,12E,16Z,18E)-(R)-6- 

hydroxy-3,5,7,9,11,15,17-heptamethy1-19-((2S,3 	-3-methyl-6-oxo-3,6-dihydro- 

2H-pyran-2-y1)-8-oxo-nonadeca-2,10,12,16,18-pent\ee\noic acid 

20 (2-Mercapto-2-methyl-propyl)-amid of 	(2E,10E,12E,16Z,18E)-(R)-6-hydroxy- 

3,5,7,9,11,15,17-heptamethy1-19-((2S,3S)-3-methyl-6-oxo-3,6-`dihydro-2H-pyran- 

2-y1)-8-oxo-nonadeca-2,10,12,16,18-pentaenoic acid. 

58)  An antibody or epitope-binding fragment thereof according to any of'claims 1-51, 

or a conjugate according to any of claims 52-57, for use as a medicament. 

25 59)  A pharmaceutical composition containing an antibody or epitope-binding fragment 

thereof according to any of claims 1-51, or a conjugate according to any of clai7 

52-57, and a pharmaceutically acceptable carrier or excipients. 

60)  The 	pharmaceutical 	composition 	of claim 	59, 	characterized 	in 	that 	said 

conapncition-containc a fu 	-therapeutiG age lit. 
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61)  The pharmaceutical composition of claim 60, characterized in that the further 

therapeutic agent is an antagonist of epidermal-growth factor (EGF), fibroblast-

growth factor (FGF), hepatocyte growth factor (HGF), tissue factor (TF), protein C, 

.rotein 	S, 	platelet-derived 	growth 	factor 	(PDGF), 	heregulin, 	macrophage- 

5 s 	ulating protein (MSP) or vascular endothelial growth factor (VEGF), or an 

antaoonist of a receptor for epidermal-growth factor (EGF), fibroblast-growth 

factor 	GF), hepatocyte growth factor (HGF), tissue factor (TF), protein C, 

protein 	, 	platelet-derived 	growth 	factor 	(PDGF), 	heregulin, 	macrophage- 

stimulating p .tein (MSP), or vascular endothelial growth factor (VEGF), including 

10 HER2 receptor, 	ER3 receptor, c-MET, and other receptor tyrosine kinases. 

15 

62)  The pharmaceutical 	ornposition of claim 60, characterized in that the further 

therapeutic agent is a , 	antibody directed against a cluster of differentiation 

antigen selected from a iroup comprising CD3, CD14, CD19, CD20, CD22, 

CD25, CD28, CD30, CD33, CD36, CD40, CD44, CD52, CD55, CD59, CD56, 

CD70, CD79, CD80, CD103, CO 34, CD137, CD138, and CD152. 

63)  The use of an antibody or epitope- 	ding fragment thereof according to any of 

claims 	1-51, or a conjugate accordi 1 to any of claims 52-57, to make a 

medicament to treat cancer or autoimmune 	isease. 

64)  The use of claim 63, characterized in that said 	ancer is selected from the group 

20 consisting of carcinoma, including that of the blad er, breast, colon, kidney, liver, 

lung, ovary, pancreas, stomach, cervix, thyroid ands in; including squamous cell 

carcinoma 	; 	tumors 	of 	mesenchymal 	origin, 	incl 4 ing 	fibrosarcoma 	and 

rhabdomyoscarcoma; 	other 	tumors, 	including 	m- .noma, 	seminoma, 

tetratocarcinoma, neuroblastoma and glioma; tumors of the c 	tral and peripheral 

25 nervous 	system, 	including 	astrocytoma, 	neuroblastoma, 	glioma, 	and 

schwannomas; 	tumors 	of 	mesenchymal 	origin, 	including 	'brosarcoma, 

rhabdomyoscarama, and osteosarcoma; and other tumors, including 'ielanoma, 

xeroderma pigmentosum, keratoactanthoma, seminoma, thyroid follicula 	cancer 

and teratocarcinoma. 

30 	65) The use of claim 63, characterized in that said cancer is hematopoietic tumors o 

lymphoid 	lineage, 	including 	leukemia, 	non-Hodgkin's 	lymphoma, 	acute 

lymphocytic leukemia, acute lymphoblastic leukemia, B-cell lymphoma, T-cell 

	Ey.m.pherna,_Burkitts- lymphomaT-14ecligkiWs-lyme-hemarhetit-y-eell-ieukeeiift-fft4tif3ic 	 
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myeloma, 	chronic 	lymphocytic 	leukemia; 	hematopoietic tumors 	of myeloid 

lineage, 	including 	acute and 	chronic myeloid 	leukemias and 	promyelocytic 

leukemia. 

6$ The use of claim 63, characterized in that said autommune or inflammatory 

5 disease is selected from the group consisting of systemic lupus erythematosus, 

rh umatoid 	arthritis, 	multiple 	sclerosis, 	Crohn's 	diasease, 	ulcerative 	colitis, 

gast 	is, 	Hashimoto's thyroiditis, ankylosing spondylitis, hepatitis C-associated 

cryoglo 	linemic 	vasculitis, 	chronic 	focal 	encephalitis, 	bullous 	pemphigoid, 

hemophili 	membranoproliferative glomerulnephritis, Sjogren's syndrome, adult 

10 and juvenile .-rmatomyositis, adult polymyositis, chronic urticaria, primary biliary 

cirrhosis, 	idiopa 	is thrombocytopenic purpura, 	neuromyelitis optica, 	Graves' 

dysthyroid 	dis - t se, 	bullous 	pemphigoid, 	membranoproliferative 

glonerulonephritis, Ch‘ g- Strauss syndrome, and asthma. 

67)  The use according to clain 63, further comprising the use of a further therapeutic 

15 agent in the manufacture of the same or different composition. 

68)  The use according to claim 67, ch. acterized in that the further therapeutic agent 

is an antagonist of fibroblast-gro 	. factor (FGF), hepatocyte growth factor 

(HGF), tissue factor (TF), protein C, 	. otein S, platelet-derived growth factor 

(PDGF), heregulin, macrophage-slinnulatint \protein (MSP) or vascular endothelial 

20 growth factor (VEGF), or an antagonist of a re eptor for epidermal-growth factor 

(EGF), fibroblast-growth factor (FGF), hepatoc 	growth factor (HGF), tissue 

factor (TF), protein C, protein S, platelet-derived growth factor (PDGF), heregulin, 

macrophage-stimulating protein (MSP), or vascular 	ndothelial growth factor 

(VEGF), including HER2 receptor, HER3 receptor, c-M 	, and other receptor 

25 tyrosine kinases. 

69)  The use according to claim 67, characterized in that the furtherherapeutic agent 

is an antibody directed against a cluster of differentiation antigen sbcted from a 

30 

\ 
group comprising CD3, CD14, CD19, CD20, CD22, CD25, CD28, CD 	, CD33, 

CD36, CD40, CD44, CD52, CD55, CD59, CD56, CD70, CD79, CD80, 	103, 

CD134, CD137, CD138, and CD152. 

70)  A method of diagnosing a cancer in a subject known to or suspected to have a 

 	cancer_said_rhathod-compriaing:.-- 
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a) 	Contacting 	cells 	of said 	patient with 	an antibody or epitope-binding 

\ 	fragment thereof according to claims 1-51, 

Measuring the binding of said antibody or epitope-binding fragment 

thereof to said cells, and 

5 c) 	A mparing the expression in part (b) with that of a normal reference 

sub 	ct or standard. 

71)  The method of 	laim 70, characterized in that said cancer is selected from the 

group consisting o carcinoma, including that of the bladder, breast, colon, kidney, 

liver, 	lung, 	ovary, 	.ancreas, 	stomach, 	cervix, 	thyroid 	and 	skin; 	including 

10 

15 

squamous cell carcino 	a; tumors of mesenchymal origin, including fibrosarcoma 

and 	rhabdomyoscarcon 1; 	other 	tumors, 	including 	melanoma, 	seminoma, 

tetratocarcinoma, neuroblas .ma and glioma; tumors of the central and peripheral 

nervous 	system, 	including 	astrocytoma, 	neuroblastoma, 	glioma, 	and 

schwannomas; 	tumors 	of 	i 	senchymal 	origin, 	including 	fibrosarcoma, 

rhabdomyoscarama, and osteosar..ma; and other tumors, including melanoma, 

xeroderma pigmentosum, keratoacta 	homa, seminoma, thyroid follicular cancer 

and teratocarcinoma. 

72)  The method of claim 70, wherein said cance is hematopoietic tumors of lymphoid 

lineage, 	including 	leukemia, 	non-Hodgkin' 	lymphoma, 	acute 	lymphocytic 

20 leukemia, acute lymphoblastic leukemia, 	B-ce 	lymphoma, T-cell lymphoma, 

Burkitt's lymphoma, Hodgkin's lymphoma, hairy ce 	leukemia, multiple myeloma, 

chronic lymphocytic leukemia; hematopoietic tumors o myeloid lineage, including 

acute and chronic myeloid leukemias and promyelocytic 	\ulcemil. 

73)  The method of claim 70, characterized in that the said cells\  re in frozen or fixed 

25 tissue or cells from said patient. 

74)  A polynucleotide encoding a polypeptide selected from the grou. consisting of 

SEQ ID NOS: 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 

22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 38, 40, 42, 	46, 48, 

50, 52, 54, 56, 58, 60, 62, 64, 66, 68, 70, and 72. 

30 75)  A polynucleotide accroding to claim 74, characterized in that said polynucleot 	e 

has A sepilenoe-ahatirier-afiearst- t10 	1%-trornoloav-witir-a-nolvnucleaticie nplecte 



from the gr sisting of SEQ ID NOs: 37, 39, 41, 43, 45, 47, 49, 51, 53, 55, 

57, 59, 61, 63, 65, 67, 69, a 

76) A recombinant vector comprising a nucleic acid of an -of-clatris 74 or 75. 

77) 	A host cell comprising a vector of claim 76. 

5 
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15) An 	antibody 	or 	epitope-binding 	fragment 	thereof according 	to 	claims 	1-14, 

characterized in that said antibody or epitope-binding fragment thereof 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 or comprises three sequential complementarity-

determining regions having amino acid sequences represented by SEQ ID NOS: 13, 14, and 

15, and wherein said light chain comprises three sequential complementarity-determining 

regions having amino acid sequences represented by SEQ ID NOS: 16, 17, and 18. 

16) An antibody or epitope-binding fragment thereof according to claim 15, characterized in 

that said antibody or epitope-binding fragment thereof comprises a light chain variable region 

having an amino acid sequence represented by SEQ ID NO: 42. 

17) An antibody or epitope-binding fragment thereof according to claim 15, characterized in 

that said antibody or epitope-binding fragment thereof comprises a heavy chain variable 

region having an amino acid sequence represented by SEQ ID NO: 54. 

18) An antibody or epitope-binding fragment thereof according to claim 15, characterized in 

that said antibody or epitope-binding fragment thereof is produced by a hybridoma cell line 

selected from the group of hybridoma cell lines deposited at the American Type Culture 

Collection (10801 University Bld, Manassas, VA, 20110-2209, USA), on June 21, 2006, 

under the deposit number PTA-7670. 

19) An antibody or epitope-binding fragment thereof according to claim 15, characterized in 

that said antibody or epitope-binding fragment thereof comprises at least one human constant 

region. 

20) An antibody or epitope-binding fragment thereof according to claim 19, characterized in 

that said constant region is the human IgGl/IgKappa constant region. 

21) An antibody or epitope-binding fragment thereof according to claim 15, characterized in 

that said antibody or epitope-binding fragment thereof is a humanized or resurfaced antibody. 

22) A humanized or resurfaced antibody or epitope-binding fragment thereof according to 

claim 21, characterized in that said humanized or resurfaced antibody or epitope-binding 

fragment thereof comprises a heavy chain variable region having an amino acid sequence 

represented by SEQ ID NO: 66. 
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23) A humanized or resurfaced antibody or epitope-binding fragment thereof according to 

claim 21, characterized in that said humanized or resurfaced antibody or epitope-binding 

fragment thereof comprises a light chain variable region having an amino acid sequence 

represented by SEQ ID NO: 64. 

24) A conjugate comprising the antibody or epitope-binding fragment thereof according to 

any of claims 1 to 23 linked to a cytotoxic agent. 

25) The conjugate of claim 24, characterized in that said cytotoxic agent is selected from the 

group consisting of a maytansinoid, a small drug, a tomaymycin derivative, a leptomycin 

derivative, a prodrug, a taxoid, CC-1065 and a CC-1065 analog. 

26) The conjugate of claim 25, characterized in that said cytotoxic agent is the maytansine 

DM1 of formula : 

• i 
M 

 

- • • 

0/-1 NH -d 
Moo 

27) The conjugate of claim 25, characterized in that said cytotoxic agent is the maytansine 

DM4 of formula : 

0...,...„
.1
„,...-....

1.4 
 —SH 

II 	• 1 { 
1 	• Me0 ill  

Me0 
N OHH 

28) The conjugate of claim 25, characterized in that said cytotoxic agent is a tomaymycin 

derivative selected from the group consisting of: 
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• 8,8'41 ,3-benzenediyIbis(methyleneoxy)i-bist(S)-2-eth-(E)-ylidene-7-methoxy- 

1,2,3,11a-tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8, 8'45-methoxy-1,3-benzenediyIbis(methyleneoxy)]-bis[(S)-2-eth-(E)-ylidene-7-

methoxy-1,2,3,11a-tetrahydro-5H-pyrrolo[2,1-c][1,4]benzod iazepin-5-one] 

• 8,8'41,5-pentanediyibis(oxy)l-bis[(S)-2-eth-(E)-ylidene-7-methoxy-1,2, 3,11a-

tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-onej 

• 8,8'41,4-butanediyIbis(oxy)]-bisKS)-2-eth-(E)-ylidene-7-methoxy-1,2,3,11a-

tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'43-methyl-1 , 5-pentanediyIbis(oxy)i-bis[(S)-2-eth-(E)-ylidene-7-methoxy- 

1,2,3, 11a-tetrahydro-5H-pyrrolo[2, 1-c][1,4jbenzodiazepin-5-one] 

• 8,8'42,6-pyridinediyIbis(oxy)Fbis[(S)-2-eth-(E)-ylidene-7-methoxy-1,2, 3,11a-

tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'44-(3-tert-butoxycarbonylaminopropyloxy)-2,6-pyridinediyIbis- 

(methyleneoxy)]-bis[(S)-2-eth-(E)-ylidene-7-methoxy-1,2,3,11a-tetrahydro-5H-

pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'45-(3-aminopropyloxy)-1,3-benzenediyibis(methyleneoxy)i-bis[(S)-2-eth-(E)-

ylidene-7-methoxy-1,2, 3,11a-tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-

one] 

• 8,8'45-(N-methy1-3-tert-butoxycarbonylaminopropy1)-1,3-benzenediyIbis- 

(methyleneoxy)]-bis[(S)-2-eth-(E)-ylidene-7-methoxy-1,2,3,11a-tetrahydro-5H-

pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-(543-(4-methy1-4-methyldisulfanyl-pentanoylamino)propyloxy1-1,3-

benzenediyIbis(methyleneoxy)}-bis[(S)-2-eth-(E)-ylidene-7-methoxy-1,2,3,11a-

tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'45-acetylthiomethy1-1,3-benzenediyibis(methyleneoxy)i-bis[(S)-2-

methylene-7-methoxy-1,2,3,11a-tetrahydro-5H-pyrrolo[2, 1-

c][1,4]benzodiazepin-5-one] 
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• bis-{2-[(S)-2-methylene-7-methoxy-5-oxo-1,3„11a-tetrahydro-5H-pyrrolo[2,1-

c][1,4]benzodiazepin-8-yloxy]-ethyl}-carbamic acid tert-butyl ester 

• 8,8'43-(2-acetylthioethyl)-1,5-pentanediyIbis(oxy)]-bis[(S)-2-methylene-7-

methoxy-1,2,3,11a-tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'450-4-mercapto-4,4-dimethylbutanoyi)amino-1,3-

benzenediyIbis(methyleneoxy)]-bis[7-methoxy-2-methylene-1,2,3,11a-

tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'45-(N-4-methyldithio-4,4-dimethylbutanoy1)-amino-1,3-

benzenediyIbis(methyleneoxy)Fbis[7-methoxy-2-methylene-1,2,3,11a-

tetrahydro-5H-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'45-(N-methyl-N-(2-mercapto-2,2-dimethylethyDamino-1,3-

benzenediyi(methyleneoxy)]-bis[7-methoxy-2-methylene-1,2,3,11a-tetrahydro- 

5H-pyrrolo[2,1-c][1,4]13enzodiazepin-5-one] 

• 8,8'45-(N-methyl-N-(2-methyldithio-2,2-dimethylethyl)amino-1,3-

benzenediyi(methyleneoxy)]-bis[7-methoxy-2-methylene-1,2,3,11a-tetrahydro- 

5H-pyrrolo[2,1-c][1,4]13enzodiazepin-5-one] 

• 8,8'-[(4-(2-(4-mercapto-4-methyl)-pentanamido-ethoxy)-pyridin-2,6-dimethyl)-

dioxyl-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-tetrahydro-pyrrolo[2,1-

c][1,4]benzodiazepin-5-one] 

• 8,8'-[(1-(2-(4-methy1-4-methyldisulfany1)-pentanamido-ethoxy)-benzene-3,5-

dimethyl)-dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-tetrahydro-

pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[(4-(3-(4-methy1-4-methyldisulfany1)-pentanamido-propoxy)-pyridin-2,6-

dimethyl)-dionTbis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-tetrahydro-

pyrrolo[2,1-c][1,41 benzodiazepin-5-one] 

• 8,8'-[(4-(4-(4-methy1-4-methyldisulfanyl)-pentanamido-butoxy)-pyridin-2,6-

dimethy1)-dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-tetrahydro-

pyrrolo[2,1-41,41benzodiazepin-5-one] 

• 8,8'44-(344-(4-methy1-4-methyldisulfanyl-pentanoy1)-piperazin-1-yli-propy1)- 
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pyridin-2,6-dimethyl)-dioxyl-bis[(5)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-

tetrahydro-pyrrolo[2,1-c][1,41]benzodiazepin-5-one] 

• 8,8'-[(1-(344-(4-methy1-4-methyldisulfanyl-pentanoy1)-piperazin-1 -y11-propy1)-

benzene-3,5-dimethyl)-dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-

tetrahydro-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[(4-(2-{242-(4-methy1-4-methyldisulfanyl-pentanoylamino)-ethoxykethoxy}-

ethoxy)-pyridin-2,6-dimethyl)-dioxyl-bisKS)-2-eth-(E)-ylidene-7-dimethoxy- 

1,2,3,11a-tetrahydro-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,8'-[(1-(2-{242-(2-{242-(4-methy1-4-methyldisulfanyl-pentanoylamino)-ethoxy]-

ethoxy}-ethoxy)-ethoxyFethoxy}-ethoxy)-benzene-3,5-dimethyl)-dioxyi-bis[(S)-2-

eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-tetrahydro-pyrrolo[2,1-

c][1,4]benzodiazepin-5-one] 

• 8,8'11-(2-{242-(4-methy1-4-methyldisulfanyl-pentanoylamino)-ethoxy]-ethoxy}-

ethoxy)-benzene-3,5-dimethyl)-dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dirnethoxy- 

1,2,3,11a-tetrahydro-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8 ,8'-[(4-(2-{242-(2-{212-(4-methy1-4-methyld isulfanyl-pentanoylamino)-ethoxyl-

ethoxy}-ethoxy)-ethoxyFethoxy}-ethoxy)-pyridin-2,6-dimethyl)-dioxyl-bisKS)-2-

eth-(E)-ylidene-7-d imethoxy-1,2,3,11a-tetrahydro-pyrrolo[2,1-

c][1,4]benzodiazepin-5-onel 

• 8,8'-[(1-(24methyl-(2-methyl-2-methyldisuifanyl-propyl)-aminoi-ethoxy)-

benzene-3,5-dimethyl)-dioxyi-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-

tetrahydro-pyrrolo[2,1-41,4]benzodiazepin-5-one] 

• 8,81-[(4-(3-[methyl-(4-methyl-4-methyldisulfanyl-pentanoy1)-amino]-propy1)-

pyridin-2,6-dimethyl)-dioxy]-bis[(S)-2-eth-(E)-ylidene-7-dinnethoxy-1,2, 3,11a-

tetra hydro-pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

• 8,81-[(4-(3-[methyl-(2-methyl-2-methyldisulfanyl-propy1)-amino]-propyl)-pyridin- 

2,6-dimethyl)-dioxyl-bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2,3,11a-tetrahydro-

pyrrolo[2,1-c][1,4]benzodiazepin-5-one] 

8,8'-[(1-(4-methy1-4-methyldisulfany1)-pentanamido)-benzene-3,5-d imethyl)-d ioxyl- 

bis[(S)-2-eth-(E)-ylidene-7-dimethoxy-1,2, 3, 11a-tetrahydro-pyrrolo[2,1- 
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c][1,4]benzodiazepine-5-one]. 

29) The conjugate of claim 25, characterized in that the cytotoxic agent is a leptomycin 

derivative selected from the group consisting of: 

• (2-Methylsulfanyl-ethyl)-amid 	of 	(2E,10E,12E,16Z,18E)-(R)-6-Hydroxy-3,5, 

7,9,11,15,17-heptamethy1-194(2S,3S)-3-methyl-6-oxo-3,6-dihydro-2H-pyran-2- 

y1)-8-oxo-nonadeca-2,10,12,16,18-pentaenoic 	acid 	(2-methylsulfanyl-ethyl)- 

amid 

• Bis-[(2-mercaptoethyl)-am id 	of 	(2E,10E,12E,16Z,18E)-(R)-6-hydroxy-3,5, 7,9, 

11,15,17-heptamethy1-19-((2S,3S)-3-methyl-6-oxo-3,6-dihydro-2H-pyran-2-y1)-

8-oxo-nonadeca-2,10,12,16,18-pentaenoic acid] 

• (2-Mercapto-ethyl)-amid 	of 	(2E,10E,12E,16Z,18E)-(R)-6-hydroxy-3,5,7,9,11, 

15,17-heptamethy1-19-((2S, 3S)-3-methy1-6-oxo-3,6-dihydro-2H-pyran-2-y1)-8-

oxo-nonadeca-2,10,12,16,18-pentaenoic acid 

• (2-Methyldisulfanyl-ethyl)-amid 	of 	(2E,10E,12E,16Z,18E)-(R)-6-hydroxy- 

3,5,7,9,11,15,17-heptamethy1-19-((2S,3S)-3-methyl-6-oxo-3,6-dihydro-2H-

pyran-2-y1)-8-oxo-nonadeca-2,10,12,16,18-pentaenoic acid 

• (2-Methyl-2-methyldisulfanyl-propyl)-amid 	of 	(2E,10E,12E,16Z,18E)-(R)-6- 

hydroxy-3,5,7,9,11,15,17-heptamethy1-19-((2S,3S)-3-methy1-6-oxo-3,6-dihydro-

2H-pyran-2-y1)-8-oxo-nonadeca-2,10,12,16,18-pentaenoic acid 

(2-Mercapto-2-methyl-propy1)-am id 	of 	(2E, 10E,12E,16Z,18E)-(R)-6-hydroxy- 

3,5,7,9,11,15,17-heptamethy1-194(2S,3S)-3-methy1-6-oxo-3,6-dihydro-2H-pyran-

2-y1)-8-oxo-nonadeca-2,10,12,16,18-pentaenoic acid. 

30) An antibody or epitope-binding fragment thereof according to any of claims 1-24, or a 

conjugate according to any of claims 25-29, for use as a medicament. 

31) A pharmaceutical composition containing an antibody or epitope-binding fragment 

thereof according to any of claims 1-24, or a conjugate according to any of claims 25-29, and 

a pharmaceutically acceptable carrier or excipients. 
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32) The pharmaceutical composition of claim 31, characterized in that said composition 

contains a further therapeutic agent. 

33) The pharmaceutical composition of claim 32, characterized in that the further therapeutic 

agent is an antagonist of epidermal-growth factor (EGF), fibroblast- growth factor (FGF), 

hepatocyte growth factor (HGF), tissue factor (TF), protein C, protein S, platelet-derived 

growth factor (PDGF), heregulin, macrophage- stimulating protein (MSP) or vascular 

endothelial growth factor (VEGF), or an antagonist of a receptor for epidermal-growth factor 

(EGF), fibroblast-growth factor (FGF), hepatocyte growth factor (HGF), tissue factor (TF), 

protein C, protein S, platelet-derived growth factor (PDGF), heregulin, macrophage-

stimulating protein (MSP), or vascular endothelial growth factor (VEGF), including HER2 

receptor, HER3 receptor, c-MET, and other receptor tyrosine kinases. 

34) The pharmaceutical composition of claim 32, characterized in that the further therapeutic 

agent is an antibody directed against a cluster of differentiation antigen selected from a group 

comprising CD3, CD14, CD19, CD20, CD22, CD25, CD28, CD30, CD33, CD36, CD40, 

CD44, CD52, CD55, CD59, CD56, CD70, CD79, CD80, CD103, CD134, CD137, CD138, 

and CD152. 

35) The use of an antibody or epitope-binding fragment thereof according to any of claims 1- 

24, or a conjugate according to any of claims 25-29, to make a medicament to treat cancer or 

autoimmune disease. 

36) The use of claim 35, characterized in that said cancer is selected from the group 

consisting of carcinoma, including that of the bladder, breast, colon, kidney, liver, lung, 

ovary, pancreas, stomach, cervix, thyroid and skin; including squamous cell carcinoma; 

tumors of mesenchymal origin, including fibrosarcoma and rhabdomyoscarcoma; other 

tumors, including melanoma, seminoma, tetratocarcinoma, neuroblastoma and glioma; 

tumors of the central and peripheral nervous system, including astrocytoma, neuroblastoma, 

glioma, 	and schwannomas; 	tumors of mesenchymal 	origin, 	including fibrosarcoma, 

rhabdomyoscarama, and osteosarcoma; and other tumors, including melanoma, xeroderma 

pigmentosum, keratoactanthoma, seminoma, thyroid follicular cancer and teratocarcinoma. 

37) The use of claim 35, characterized in that said cancer is hematopoietic tumors of 

lymphoid lineage, 	including 	leukemia, non-Hodgkin's 	lymphoma, 	acute 	lymphocytic 
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leukemia, acute lymphoblastic leukemia, B-cell lymphoma, T-cell lymphoma, Burkitt's 

lymphoma, 	Hodgkin's 	lymphoma, 	hairy 	cell 	leukemia, 	multiple 	myeloma, 	chronic 

lymphocytic leukemia; hematopoietic tumors of myeloid lineage, including acute and chronic 

myeloid leukemias and promyelocyte leukemia. 

38) The use of claim 35, characterized in that said autoimmune or inflammatory disease is 

selected from the group consisting of systemic lupus erythematosus, rheumatoid arthritis, 

multiple 	sclerosis, 	Crohn's 	disease, 	ulcerative 	colitis, 	gastritis, Hashimoto's thyroiditis, 

ankylosing spondylitis, hepatitis C-associated cryoglobulinemic vasculitis, chronic focal 

encephalitis, bullous pemphigoid, hemophilia A, membranoproliferative glomeruinephritis, 

Sjogren's 	syndrome, 	adult and juvenile dermatomyositis, 	adult polymyositis, 	chronic 

urticaria, primary biliary cirrhosis, idiopathic thrombocytopenic purpura, neuromyelitis 

optica, 	Graves' 	dysthyroid 	disease, 	bullous 	pemphigoid, 	membranoproliferative 

glonerulonephritis, Churg-Strauss syndrome, and asthma. 

39) The use according to claim 35, further comprising the use of a further therapeutic agent in 

the manufacture of the same or different composition. 

40) The use according to claim 39, characterized in that the further therapeutic agent is an 

antagonist of fibroblast-growth factor (FGF), hepatocyte growth factor (HGF), tissue factor 

(TF), protein C, protein S, platelet-derived growth factor (PDGF), heregulin, macrophage-

stimulating protein (MSP) or vascular endothelial growth factor (VEGF), or an antagonist of 

a receptor for epidermal-growth factor (EGF), fibroblast-growth factor (FGF), hepatocyte 

growth factor (HGF), tissue factor (TF), protein C, protein S, platelet-derived growth factor 

(PDGF), heregulin, macrophage-stimulating protein (MSP), or vascular endothelial growth 

factor (VEGF), including HER2 receptor, HER3 receptor, c-MET, and other receptor tyrosine 

kinases. 

41) The use according to claim 39, characterized in that the further therapeutic agent is an 

antibody directed against a cluster of differentiation antigen selected from a group comprising 

CD3, CD14, CD19, CD20, CD22, CD25, CD28, CD30, CD33, CD36, CD40, CD44, CD52, 

CD55, CD59, CD56, CD70, CD79, CD80, CD103, CD134, CD137, CD138, and CD152. 
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42) A polynucleotide encoding a polypeptide of an antibody or epitope-binding fragment 

thereof according to any one of claims 1-24 selected from the group consisting of SEQ ID 

NOS: 13, 14, 15, 16, 17, 18, 42, 54, 64 and 66. 

43) A polynucleotide according to claim 42, characterized in that said polynucleotide has a 

sequence sharing at least 80% homology with a polynucleotide selected from the group 

consisting of SEQ ID NOs: 41, 53, 61, 63, and 65. 

44) A recombinant vector comprising a nucleic acid of any of claims 42 or 43. 

45) A host cell comprising a vector of claim 44. 

46) A humanized or resurfaced antibody or epitope-binding fragment thereof wherein said 

humanized or resurfaced antibody or epitope-binding fragment thereof comprises a light 

chain variable region having an amino acid sequence represented by SEQ ID NO: 62 and a 

heavy chain variable region having an amino acid sequence represented by SEQ ID NO: 66. 


