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CD19	Expression	on	B-Cell	Tumors	

CD19	is	broadly	and	
homogeneously	
expressed	across	
different	B-cell	
malignancies	

Modified	from	Olejniczak	SH,	et	al.	Immunol	Invest	2006;	35:93-114	
Ginaldi	L,	et	al.	J	Clin	Pathol	1998;	51:364-9			
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Fujimoto	M,	et	al.	Semin	Immunol	1998;10:267-77	
Fujimoto	M,	et	al.	Immunity	2000;13:47-57	
Poe	JC,	et	al.	J	Immunol;2012:2318-25	

			

CD19	and	Tumor	Cell	Survival		

CD19	enhances	B-cell	anigen	receptor	signaling	by	amplificaion	of	PI3K	and	BTK	acivity	



Wojciech	Jurczak	

CD19	expression	is	preserved	on	tumour	cells		

Kennedy	et	al.,	2004	
Davis	et	al.,	1999	
Taylor	et	al.,	2014	
Skarzynski	et	al	2015	
	

ex	vivo	analysis	of	peripheral	CLL	tumours	cells	(monotherapy,	week	2	of	treatment),	
confirmed	by	Western	Blot	

Ani-CD20	treatment	might	lead	to	loss	of	target		

Ani-CD19	expression	is	preserved	on	tumours	
cells	ajer	therapy	
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•  MOR208	is	an	Fc-enhanced	monoclonal	anibody	that	targets	CD19	
•  Fc-enhancement	of	MOR208	leads	to	a	poteniaion	of	ADCC	and	ADCP	
•  MOR208	induces	direct	cytotoxicity			

 

MOR208	

Fc-enhancement		

ADCC	

ADCP	

direct	
cytotoxicity	

MOR208:	An	Enhanced	CD19	An3body	

ADCC,	anigen-dependent	cell-mediated	cytotoxicity;		
ADCP,	anigen-dependent	cell-mediated	phagocytosis			

Horton	HM	et	al.	Cancer	Res	2008;	68:8049-57	
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ADCC	

ADCP	

Synergy	with	all	tested	B	cell	therapies	

Synergy	in	vitro	+	in	vivo	
Synergy	in	vitro	

Fludarabine	

Effector	cell	
acivaion	

Inhibiion	of	DNA	
Replicaion	

Ofatumumab	
Rituximab	

Lenalidomide	

Bendamus3ne	

ADCC,	CDC	

Direct	cytotoxicity	

DNA	Alkylaion	

Novel	Agents	
(Idelalisib	
Venetoclax)	

Inhibiion	of	Pi3K/BCL		
	
signaling,	apoptosis,	LN	
‚clearance‘	

Winderlich	et	al.	ASCO	2012		AND		
data	on	file	
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Phase	1	in	R/R	CLL	–	Study	design	

Woyach	JA,	et	al.	Blood	2014;124:3553-60	
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Response,	n	(%)	
All	pa3ents	
(N=27)	

Pa3ents	at	recommended	
dose		

(12	mg/kg;	N=16)	
CT	criteria*	

CR	 0	 0	
PR	 8	(30%)	 6	(38%)	
SD	 17	(63%)	 10	(62%)	
PD	 2	(7%)	 0	

Physical	exam	and	lab	only	
CR	 0	 0	
PR	 18	(67%)	 12	(75%)	
SD	 9	(33%)	 4	(25%)	
PD	 0	 0	

25	

Phase	1	in	R/R	CLL	-	Efficacy	

Woyach	JA,	et	al.	Blood	2014;124:3553-60	
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n = 25
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Response to  MOR208 in comparison to last prior
anti-CD20 containing Regimen

44% (n=11)

36% (n=9)

20% (n=5)

Response	to		MOR208	
in	comparison	to	last	
prior	ani-CD20	
containing	regimen	
(IWCLL	2008)	

Phase	1	in	R/R	CLL	-	Efficacy	

Woyach	JA,	et	al.	Blood	2014;124:3553-60	
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Phase	1	in	R/R	CLL	-	Safety		
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Woyach	JA,	et	al.	Blood	2014;124:3553-60	



Single-Agent	MOR208	in	Relapsed	or	Refractory	(R-R)	
Non-Hodgkin’s	Lymphoma	(NHL):	Results	from	Diffuse	
Large	B-Cell	Lymphoma	(DLBCL)	and	Indolent	NHL	

Subgroups	of	a	Phase	IIa	Study	

Wojciech	Jurczak,*	Pier	Luigi	Zinzani,	Gianluca	Gaidano,	Andre	Goy,	
Mariano	Provencio,	Zsolt	Nagy,	Tadeusz	Robak,	Kami	Maddocks,	
Chris3an	Buske,	Sumeet	Ambarkhane,	Mark	Winderlich,	Maren	

Dirnberger-Hertweck,	Jan	Endell,	Kris3e	A.	Blum	

*Jagiellonian	University,	Kraków,	Poland	

ASCO 2015 oral presentation 

ASH 2016 poster presentation 

ICML 2015 Oral presentation 

EHA 2016 Oral presentation 
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Non-randomized	phase	IIa	mul3center	study	with	2-stage	design	(NCT01685008)	

iNHL,	indolent	non-Hodgkin’s	lymphoma;	IV,	intravenous;	PR,	parial	response;	SD,	stable	disease	

Study	design	

Jurczak	et	al.:	ASCO	2016,	EHA	2016	
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•  Primary	objec3ve	

•  ORR	in	R-R	NHL	paients	who	had	received	at	least	
one	prior	therapy	containing	rituximab	

•  Secondary	objec3ve	

•  Duraion	of	response	and	PFS	
•  Safety	and	tolerability	
•  Pharmacokineics	and	pharmacodynamics	

Study	objec3ves	
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Baseline	Characteris3cs	

Characteris3c,	n	(%)	
DLBCL	
n=35	

iNHL*	
n=45	

MCL	
n=12	

Total	
n=92	

Age,	years	 Median	 71	 66	 64.5	 66.5	

Sex	 Male	 24	(69)	 21	(47)	 11	(92)	 56	(61)	

Ann	Arbor	stage	 I-II	 4	(11)	 5	(11)	 1	(8)	 10	(11)	

III-IV	 30	(86)	 40	(89)	 11	(92)	 81	(88)	

Missing	 1	(3)	 0	 0	 1	(1)	

ECOG	PS	 0-1	 34	(97)	 43	(96)	 11	(92)	 88	(96)	

2	 1	(3)	 2	(4)	 1	(8)	 4	(4)	

Prior	lines	of	therapy	 1	 12	(34)	 16	(36)	 3	(25)	 31	(34)	

2	 8	(23)	 6	(13)	 1	(8)	 15	(16)	

≥3	 15	(43)	 23	(51)	 8	(67)	 46	(50)	

Rituximab	refractory	 Yes	 24	(69)	 22	(49)	 6	(50)	 52	(57)	

Last	rituximab	dose	 <6	months	 14	(40)	 6	(13)	 1	(8)	 21	(23)	

Prior	stem	cell	transplanta3on	 Yes	 4	(11)	 8	(18)	 1	(8)	 13	(14)	
*Includes	follicular	lymphoma	and	other	indolent	NHLs	
Data	are	n	(%)	unless	otherwise	stated.	Rituximab	refractory	was	defined	as	paients	who	demonstrated	less	than	a	parial	response	or	response	lasing	less	than	6	months	
to	a	prior	rituximab-containing	regimen	
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Best	Overall	Response	Rate	
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Best	Tumor	Shrinkage		
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Tumor	Shrinkage:	DLBCL	

CR,	complete	response;	PD,	progressive	disease	
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Tumor	Shrinkage:	iNHL	Subtypes	
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Timing	and	Dura3on	of	Response	

•  3	DLBCL	paients	sill	in	
remission,	longest	DoR	>26	
months,	ongoing	

•  6	iNHL	paients	sill	in	
remission,	longest	DoR	>26	
months,	ongoing	

•  Median	DoR	20.1	months	in	
DLBCL	and	not	reached	in	
iNHL		

R

R,	rituximab	refractory		

R

R

R
R

R

R

R
R

DoR,	duraion	of	response	

#

#

#

#

#
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*
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PFS	in	DLBCL	and	iNHL	Subtypes	



Wojciech	Jurczak	

Subgroup	Analysis	of	Disease	Control	Rate		
in	DLBCL	and	iNHL	Pa3ents	
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PFS	in	Rituximab	Refractory/Non-Refractory	
DLBCL	and	iNHL	
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Subgroup	Analysis	of	Disease	Control	Rate		
in	DLBCL	and	iNHL	Pa3ents	
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PFS	in	DLBCL	and	iNHL	Pa3ents		
with	High	and	Low	Peripheral	NK	Cell	Count	at	Baseline	
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Safety	Profile	

Grade	≥3	TEAEs,*	n	(%)	
DLBCL	
n=35	

iNHL†	
n=45	

MCL	
n=12	

Total	
n=92	

Any‡	 19	(54)	 14	(31)	 4	(33)	 37	(40)	

Hematological¥	

				Neutropenia	 6	(17)	 2	(4)	 0	 8	(9)	

				Thrombocytopenia	 2	(6)	 1	(2)	 1	(8)	 4	(4)	

				Anemia	 3	(9)	 0	 0	 3	(3)	

	Non-Hematological¥	

						Dyspnea	 2	(6)	 1	(2)	 1	(8)	 4	(4)	

				Pneumonia	 3	(9)	 0	 0	 3	(3)	

				Faigue	 1	(3)	 1	(2)	 0	 2	(2)	

				Hypokalemia	 1	(3)	 1	(2)	 0	 2	(2)	

Infec3ons	and	Infesta3ons#	 5	(14)	 1	(2)	 0	 6	(7)	

Infusion-related	reac3ons,*	n	(%)	
DLBCL	
n=35	

iNHL†	
n=45	

MCL	
n=12	

Total	
n=92	

Any	 4	(11)	 5	(11)	 2	(17)	 11	(12)	

		Grade	1/2	 4	(11)	 4	(9)	 2	(17)	 10	(11)	

		Grade	4	 0	 1	(2)	 0	 1	(1)	

There	were	no	treatment-related	deaths	Data	are	number	of	paients	(%);	*Treatment	emergent	adverse	events	(TEAEs)	according	
to	MedDRA	preferred	term	(PT);	‡TEAEs	including	PT	disease	progression;	¥TEAEs	of	grade	
≥3	reported	in	two	or	more	paients	overall;	#TEAEs	according	to	MedDRA	system	organ	
class;	†includes	follicular	lymphoma	and	other	iNHLs	
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FL	Case	Study	1	

*Field	radiotherapy	(RT)	of	spinal	chord	(D6,	D11);	best	response	unknown	
ASCT,	autologous	stem-cell	transplant;	ICE,	ifosfamide,	carboplain,	etoposide;	IFN,	interferon;	R-CHOP,	rituximab	plus	cyclophosphamide,	doxorubicin,	
vincrisine	and	prednisone			

0																					12																				24																					36																				48																					60																			72																					84	
Months	

MOR208	
	

	
R-CHOP	

	
	

					ICE	

ASCT	

Field	RT*	

	
IFN	
	
	

Cispla3n	+	
cytarabine	+	

dexamethasone	
	

	
Gemcitabine	

	
	

Idelalisib	
	

	
ASCT	
	
	

CR	

CR	 CR	 PD	 PD	

PD	

PR	 PR	

Paient	has	remained	responsive	to	MOR208	for	over	15	months	

•  50	year	old	Caucasian	female	
•  Diagnosed	with	FL	in	2008	
•  Currently	advanced	disease		

–  Ann	Arbor	stage	III	at	study	entry	

3	cycles	+		
maintenance	(ongoing)	
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FL	Case	Study	1	

Mesenteric	nodal	mass	1	

Cycle	1	 Cycle	2	 Follow-up	2	
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CONFIDENTIAL	INFORMATION	

DLBCL	Case	study	2	

29	

•  35-yrs	old	Caucasian	male	diagnosed	with	Stage	III	(Ann	Arbor)	DLBCL	in	
2011	

MOR208 

Staging  Relapse 2nd relapse  

CR PR PR CR PR CR 

R-ESHAP  
HDC + ASCT R-CHOP  

CR 

1st - line  2nd - line  3rd - line  

R-CHOP: rituximab, cyclophosphamide, doxorubicin, vincristine, prednisone 
R-ESHAP: rituximab, etoposide,methylprednisolone, cisplatin, and cytarabine 
HDC: high dose chemotherapy 
ASCT: Autologous Stem Cell Transplantation 
PR: partial response 
CR: complete response 
 

Months 
0                   6                12                  18                 24                 30                36                 42                48 

Jurczak	W.	et	al.,	J	Med	Case	Reports,	2016	
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CONFIDENTIAL	INFORMATION	 30	

Jurczak	W.	et	al.,	J	Med	Case	Reports,	2016	

Cervical	nodal	mass	1	

Cycle	1	 Follow-up	2	 Follow	-up	4		

DLBCL	Case	study	2	
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Summary	and	Conclusions	

•  ORR:	26%	in	DLBCL	and	29%	in	iNHL		
•  Target	lesion	shrinkage	also	observed	in	paients	with	stable	disease	
(5/6	DLBCL	and	14/17	iNHL)	

•  Long-lasing	responses	in	DLBCL	and	iNHL		
-  12	month	PFS	rate:	39%	in	DLBCL	and	iNHL	
-  Longest	responses:	>26	months	in	DLBCL	and	iNHL	

•  MOR208	efficacious	in	paients	with	rituximab-refractory	disease	
•  MOR208	well	tolerated,	also	in	long-term	treatment	

MOR208	showed	encouraging	single-agent	ac3vity	in	R-R	DLBCL	and	R-R	iNHL	
	

MOR208	is	currently	being	studied	for	the	treatment	of	R-R	DLBCL	
in:	
•  A	phase	II	trial	in	combinaion	with	lenalidomide	(L-MIND)	
•  A	phase	II/III	trial	in	combinaion	with	bendamusine	(B-MIND)		
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Prof.	Wojciech	Jurczak,	M.D.,	Ph.D.
Dpt	of	Hematology,		Jagiellonian		University
wojciech.jurczak@lymphoma.pl,	(+48	602	338290)

We	deeply	thank	the	paients,	families,	clinical	researchers,	hospitals,	and	clinics	that	

paricipate	in	clinical	trials	tesing	the	MOR208	drug	candidate.	


