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Induction poly-chemo. 
Including HD Arac and R  

Consolidation ASCT 

ESMO guidelines 2017 
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MCL patients are highly exposed to relapse 
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Interest of maintenance 



• Is there a need for maintenance for young MCL patients ?

• Does maintenance after ASCT prolong PFS, EFS and/or OS ? 



R-DHAP 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 

R-DHAP: Rituximab 375mg/m2; aracytine 2g/m2 x2 IV 3 hours injection 12hours interval;  

dexamethasone 40mg d1-4; Cisplatin 100mg/m2 d1 (or oxaliplatin or carboplatin)  

R-BEAM: Rituximab 500mg/m2 d-8; BCNU 300mg/m2 d-7; Etoposide 400mg/m2/d d-6 to -3; aracytine 400mg/m2/d 

d-6 to d-3; melphalan 140mg/m2 d-2 

If > VGPR 

LyMa trial  

R-CHOP 

LE GOUILL et al. ASH 2013/2014/2015/2016 

Prevention of early relapse 



EFS from Randomization 

                                            EFS 
            Obs     (95%CI)        vs        Rituximab (95%CI)   
24m:    77.3 % (68.7-83.9)      91.7   % (85.1-95.7)  
36m:    69.4 % (60.2-76.9)                  85.8 % (78.7-90.9)  
48m:    61.4 %  (51.3-69.9)                 78.9 % (69.5-85.6)  

EFS (months) from randomization 

mFU: 50.2m (46.4-54.2)  



PFS from Randomization 

                                            PFS 
            Obs     (95%CI)        vs        Rituximab (95%CI)   
24m:   79.8 % (71.5-86.0)        93.3 % (87.1-96.6)  
36m:   72.8 % (63.7-79.9)                     89.1 % (82.0-93.5)  
48m:   64.6 % (54.6-73.0)                     82.2 % (73.2-88.4)  

PFS (months) from randomization 

mFU: 50.2m (46.4-54.2)  



OS from Randomization 

                                            OS 
            Obs    (95%CI)        vs        Rituximab (95%CI)   
24m:   93.3 % (87.0-96.6)      93.3 % (87.1-96.6)  
36m:   85.4 % (77.5-90.7)                   93.3 % (87.1-96.6)  
48m:   81.4 % (72.3-87.7)                  88.7 % (80.7-93.5)  

OS (months) from randomization 

mFU: 50.2m (46.4-54.2)  
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Drugs that are candidate for 
maintenance 

• Revlimid: oral, approved for MCL, already 
used for maintenance in MM, ongoing trials in 
MCL 

• Ibrutinib: oral, approved for MCL, already 
used for « maintenance », ongoing trials in 
MCL 

• ABT-199: oral, proven efficacy in MCL 

• Other new BTK inhibitors, PI3K-inhibitors … 

 



MCL-R2 elderly 

18 



Restaging 

  Restaging 

R-HD-Ara-C 2g/m2 q12h x 3 

Ritux 375mg/m2 d 4, 10 

3. Maintenance:   

Phase 3, 1:1 Randomized, comparative, observation-controlled study  after completion of intensive 
immunochemotherapy followed by ASCT 

Staging 

  Restaging 

2. Consolidation:   

1. Induction:   

PR <50%, SD, NR 
 Off-study 

CR/PR 

MRD 

MRD 

MRD 

MRD 

MRD 

Harvest CD34+ 

2° Harvest CD34+ 

R-HD-Ara-C 2g/m2 q12h x 3 

Ritux 375mg/m2 d 4, 10 

 BEAM-PBSCT 

R-CHOP-21 x 3        

CTX 4g/m2 

? 
DECISION 
MAKING 

MCL < 65 yrs: a new protocol for first line therapy FIL-MCL0208 
 (PI Sergio Cortelazzo) 

RANDOM observation vs. lenalidomide 

15 mg (plts >100x109/ L)  or 10 mg (plts 60-100x109/L ) once daily on  days 
1-21 every 28 day cycle) for 24 months. 

 



MCL3002 - study design 

  Phase 3, randomized, double-blind, placebo-controlled study 

(SHINE study) 

Arm Ba 

Background therapy (6 cycles):  

Bendamustine (90 mg/m2 IV Days 1-2)  

Rituximab (375 mg/m2 Day 1) 

 

CR/PR  

Rituximab 375 mg/m2  

(every 2 cycles, 2 years) 

 

Study drug: 

Oral ibrutinib 560 mg (starting on 

Cycle 1, Day 1) until PD or 

unacceptable toxicity 

 

Arm Aa 

Background therapy (6 cycles):  

Bendamustine (90 mg/m2 IV Days 1-2)  

Rituximab (375 mg/m2 Day 1) 

 

CR/PR  

Rituximab 375 mg/m2  

(every 2 cycles, 2 years) 

 

Study drug: 

Oral placebo (starting on Cycle 1, 

Day 1)  

until PD or unacceptable toxicity 

 

 

Randomization 

520 patients (~260 per arm) 

aA cycle is defined as 28 days 



Triangle  
add on vs head to head comparison 

13.01.2014  Dr. Eva Hoster, University Hospital Munich, on behalf of the European MCL Network 

Observation 
R-CHOP/  
R-DHAP x 6 

ASCT    

2 yrs I-maintenance 

2 yrs I-maintenance 

R R-CHOP/  
R-DHAP x 6 + I 

R-CHOP/ 
R-DHAP x 6 + I    

ASCT       Observation 

Observation 

A: 

A + I: 

I: 

superiority/non-inferiority: time to treatment failure  
HR: 0.60; 65% vs. 77% vs. 49% at 5 years 
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MRD response rates pre / post-ASCT (LyMa Trial) 

Diag 

(n = 203) 

4 R-DHAP 

(n = 184) 

Diag 

(n = 162) 

4 R-DHAP 

(n = 177) 

Post-ASCT 

(n = 187) 

Post-ASCT 

(n = 163) 

Peripheral blood Bone marrow 

(+) 

NEG 
0.01% 77% 94% 0.01% 64% 80% 

23% 6% 36% 20% 
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Callanan et al. Orlando, ASH 2015, Abstract 338 



LYMA 101 
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Induction poly-chemo. 
Including HD Arac and R  

Consolidation ASCT 
MAINTENANCE 
Rituximab 3 y 

vs 
Other drug(s) +R ? 

Or 
New drug without R 

? 
vs 

Role of MRD 
monitoring ? 
Duration of 

Maintenance ? 
MRD-driven 

maintenance ? 
 

Conclusion (2) 

+ 
Other drugs ? 

Or 
No-chemo ? 

Still needed ? 
Role of MRD 
monitoring ? 
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