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Treatment Options for Advanced Stage 
MCL 

New	MCL*	

Young	 Ara-C	
containing	

Non-transplant	
based	 RHyperCVAD/RMtx-AraC	

Transplant	
based	

AraC	containing	regimen1	+/-		
anthracycline	containing	regimen2	

Old	 Non-Ara-C	 Non-transplant	
-	RCHOP	+	R	maintenance	
-	R-Benda	+/-	R	maintenance3	

	

*Some	paWents	may	be	candidate	for	iniWal	observaWon.	PaWents	with	localized	MCL	should	be	considered	for	XRT	
containing	therapy	
1	Examples:	RDHAP,	RDHAx,	R-HiAraC	
2Examples:	RCHOP	
3Although	there	is	randomized	data	comparing	(R)Benda	with	(R)CHOP,	there	in	no	randomized	data	confirming	the	
benefit	of	R-maintenance	a_er	R-Benda	in	MCL	



LyMA	Study	in	MCL	

CisplaWn	(Cis):					184	
CarboplaWn	(Ca):	76	
OxaliplaWn	(Ox):		38	
		

Le	Gouill	et	al,	ASH	2017	
Le	Gouill	et	al.,	NEJM	2017	
	

		

R-BEAM	

OBSERVATION	

RITUXIMAB	MAINTENANCE	
	every	2	months	during	3	years	

R-DHAP	 R-DHAP	 R-DHAP	 R-DHAP	

If	<	VGPR	

W1	 W4	 W7	 W10	

If	>	VGPR	

R-CHOP	



LyMa	Front	Line	Study	in	MCL	
OS	by	type	of	pla:num	compound	(ITT)	

Le	Gouill	et	al,	ASH	2017	
Le	Gouill	et	al.,	NEJM	2017	
	



Is	ASCT	Needed	in	1st	Line	Regimens	



Lenalidomide in Lymphoma 

Disease	type	 N	 %	ORR	
	

CR/Cru	
n	(%)		

Median	PFS	
(months)	

Median	response	
dura:on	(months)	

All	pa:ents	 217	 35%	 13%	 3.7	 10.6	

DLBCL	 108	 28%	 7%	 2.7	 4.6	

MCL	 57	 42%	 21%	 5.7	 Not	reached	

TCL	 33	 45%	 21%	 5.4	 12.8	

FL-III	 19	 42%	 11%	 8.9	 Not	reached	

Witzig, Annal Oncol (2011) 22:1622 



Lenalidomide in NHL: Outcome 

Witzig	T	E	et	al.	2011	Ann	Oncol			



MCL-001: Patient Demographics and  
Baseline Characteristics 

Characteris:c	(N	=	134)	 No.	of	Pa:ents	(%)	
Median	age,	years	(range)	
Age	≥	65	years	

67	(43-83)	
85	(63)	

Males	 108	(81)	
Stage	III-IV	 124	(93)	
ECOG		PS	
0-1	
2	

	
116	(87)	
18	(13)	

Intermediate	to	high	MIPI	score	 90	(67)	
High	tumor	burden*	 77	(58)	
Bulky	disease†	 44	(33)	

*High tumor burden: ie, at least 1 lesion ≥ 5 cm in 
diameter or at least 3 lesions ≥ 3 cm in diameter  

†Bulky disease: at least 1 lesion ≥ 7 cm  

By	central	radiology	review	} 



MCL-001: Prior Treatment History at 
Baseline  

Characteristic (N = 134)	Characteris:c	(N=134) No. of Patients (%) 

≥	3-year	duraWon	of	MCL	 82	(61)	
Median	no.	of	prior	treatment	regimens	(range)	 4	(2-10)	
No.	of	prior	systemic	anW-lymphoma	therapies	
2	
3	
≥	4		

	
29	(22)	
34	(25)	
71	(53)		

Refractory	to	prior	bortezomib	 81	(60)	
Received	prior	high-dose	or	dose-intensive	therapy*	 44	(33)	
Refractory	to	last	therapy	 74	(55)	
Time	from	last	prior	systemic	anW-lymphoma	therapy	
<	6	months	
≥	6	months	

	
96	(72)	
38	(28)	

*Includes stem cell transplant, hyperCVAD, or R-hyperCVAD. Andre Goy et al. JCO 2013;31:3688-3695 



MCL-001: Efficacy of Lenalidomide 

Efficacy	Parameter		
(N	=	134) 

Central	Review		
n	(%)	 

Site	Review	
n	(%)	 

ORR*	 37	(28)	 43	(32)	

CR/CRu	 10	(8)	 	22	(16)	

PR	 27	(20)	 21	(16)	

SD	 39	(29)	 36	(27)	

PD	 35	(26)	 43	(32)	

Median	DOR,	months	(95%	CI)	 16.6	(7.7-26.7)	 18.5	(12.8-26.7)	

Median	DOR	for	CR/CRu,	months	(95%	
CI)	 16.6	(16.6-NR)	 26.7	(16.8-NR)	

NR, not reached. 
*No response assessments were available for 23 patients (central) and 12 patients (investigator). 



MCL-001: Efficacy of Lenalidomide 

Efficacy	Parameter	 Central	Review	
(N	=	134)	

Site	Review	
(N	=	134)		

Median	Wme	to	response,	
months	(range)	 2.2	(1.7-13.1)	 2.0	(1.7-15.9)	

Median	Wme	to	CR/CRu,	
months	(range)	 3.7	(1.9-29.5)	 5.6	(1.8-24.2)	

Median	PFS,	months		
(95%	CI)	 4.0	(3.6-5.6)	 3.8	(3.5-6.8)	

Median	OS,	months		
(95%	CI)	

19.0	(12.5-23.9)	
Median	follow-up	9.9	months	



Lenalidomide in relapsed/refractory mantle-cell lymphoma  

Andre Goy et al. JCO 2013;31:3688-3695 

DuraWon	of	Response	

PFS	

OS	



Rel. Mantle cell lymphoma 
Lenalidomide 

Lenalidomide  
(n = 170) 

IC  
(n = 84) 

Median PFS, mo (95% CI) 8.7 (5.5-12.1) 5.2 (3.6-6.9) 
HR (95% CI) 0.61 (0.44-0.84); P = 0.004 

Number of patients at risk 
Lenalidomide 
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Trneny,	Lancet	Oncol	2016	







Ruan	et	al,	ASH	2017	



Ruan	et	al,	ASH	2017	



Ruan	et	al,	ASH	2017	



Rituximab	+	Lenalidomide		
For	Newly	Diagnosed	MCL	

Ruan	et	al,	ASH	2017	



Nowakowski G et al J Clin Oncol. 2014. Epub 2014/08/20  

R2CHOP for Non-GCB Type DLBCL 



Nowakowski G et al J Clin Oncol. 2014. Epub 2014/08/20  

R2CHOP RCHOP	 R2CHOP RCHOP	

RCHOP	

R2CHOP 



ROBUST: Clinical Study Schema 

DLBCL 
Select by GEP 

– real time 

ABC 

GCB,  
unclassified Ineligible 

•  Newly diagnosed DLBCL of ABC type 
•  IPI ≥ 2; ECOG PS ≤ 2; Age 18–80 
•  Primary Endpoint = PFS 
•  N = 560 

Stratification: 
-  Age (≥ 65 yrs) 
-   Bulky disease (≥7 cm)  
-   IPI (2 versus 3) 

6 x R-CHOP21 + Lenalidomide 15 mg x 14* 
n=280 

6 x R-CHOP21 + Placebo x 14* 
n=280 

*Option for 2 additional rituximab doses after completing treatment regimen 
(if considered standard of care per local practice) 

R

ClinicalTrials.gov	IdenWfier:	NCT02285062	

ASCO 2015 Trials in Progress, Abstract# TPS8600 Board #418b  



MSKCC	Front	line	study	for	MCL	(15-196)	
PI:	Anita	Kumar	

•  KEY	ELIGIBILITY	CRITERIA	
•  Clinical	stage	2	-	4	
•  Ages	≥18,	KPS	≥	70%	
•  ANC≥1500	and	Plt	≥100K			
•  Adequate	organ	func:on		

Induction	
Len	(15mg	D1-14)-RCHOP	

x	4	cycles	

Maintenance		
Lenalidomide-Rituximab		

x	6	months	

Consolida:on	
R-HIDAC		x	2	cycles	 HIDAC	:		

<		65	years:	3g/m2	
65	–70	years:	2g/m2	
>	70	years:	1g/m2	PET/CT	

ctDNA	

PET/CT	
ctDNA	

PET/CT	
ctDNA	



SHINE:	Elderly	MCL	Phase	III	RCT	

MCL ≥ 65 yrs 

Ibrutinib + BR 
6 cycles 

Placebo+ BR 
6 cycles 

Ibrutinib + R 
Maintenance 

24 m 

Placebo + R 
Maintenance 

24 m 



MSKCC	Phase	I	Study	of	Bendamus:ne,	Rituximab,	Ibru:nib,	
and	Venetoclax	in	Relapsed,	Refractory	Mantle	Cell	Lymphoma	
PI:	Anita	Kumar	

Tradi:onal	3+3	phase	1	design	on	sequen:al	dosing	cohorts	in	
order	to	determine	the	MTD	of	VEN	when	given	with	BR-I.		



Cycle	1	-	Ramp	Up		

Low	and	Medium	Risk	Groups:		
• 20	mg	daily	1	week,	50	mg	daily	for	week	2,	100	mg	daily	for	week	3,	and	200	mg	
daily	for	week	4	
	
High	Risk	Group:	
• VEN	at	20	mg	will	be	received	for	7	days	and	then	the	ramp-up	will	proceed	with	
50mg	x	5	days,	100mg	x	7	days,	200mg	x	7	days.		
• Hospitalized	prior	and	24hrs	a_er	to	receive	their	iniWal	doses	of	20	mg,	50mg,	
100mg,	and	200mg.		
• For	iniWal	dosing	at	20mg,	BR-I	will	be	given	on	day	1-2	as	outpaWent	and	VEN	at	20	
mg	in	the	inpaWent	seong	on	day	3.		



Study	Cohorts		

•  The	first	cohort	of	paWents	will	be	treated	in	cohort	1	at	a	venetoclax	dose	
of	400	mg	daily	for	a	duraWon	of	5	days.		

•  Dose	Finding	Cohorts:			

		



Conclusions	
Frontline	therapy	of	MCL	in	young	pa:ents	

•  R-DHAoX	+	BEAM	+	R	maintenance	is	the	
current	standard	of	care	

•  The	role	of	of	ASCT	in	1st	line	regimens	needs	
to	be	examined	

•  The	Triangle	study	will	address	the	role	of	
ASCT,	but	the	trial	has	no	R	maintenance	

•  IbruWnib	+	Venetoclax	backbone	is	highly	
acWve	in	relapsed	MCL,	and	is	currently	being	
invesWgated	in	1st	line	regimens	


