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MCL: A Spectrum of Diseases

Jares P, et al. Nat Rev Cancer. 2007;7(10):750-762.

“ Indolent“ MCL (15%) “ Classical“ MCL (80%) “ transformed“ (5%)



Confirmation of MIPI
Progression-Free Survival

Hoster E, et al. Blood. 2009; 114: Abstract  138.

(PALL: PS, age, LDH, leukocyte count)

median follow-up 23 months,

223 events

HR 2.1 (1.5-3.1)

HR 1.9 (1.4-2.6)



Treatment Options in the Younger Patient
• 55-year-old male 

• no B-symptoms

• leukocytes 7.500 /µl 

• LDH upper limit (239 U/l)
• stage IVa MCL (abdominal nodes >4 cm, colon, 

bone marrow)



CHOP vs. R-CHOP: MCL
Time to Treatment Failure

Hoster E, et al. Blood. 2008;112: Abstract  3049.
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Pott C, et al. Blood. 2008;112: Abstract  582.



European MCL Network
ASCT vs. IFN

PR, CR

Interferon-α
maintenance

Cyclo 120mg/kg
+ TBI

autologous PBSCT

R
E
L
A
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S
E

DexaBEAM
(stem cell harvest)

6x CHOP-like chemotherapy

2 cycles 
consolidation

Dreyling M, et al. Blood. 2005;105(7):2677-2684.



Mantle Cell Lymphoma
Progression-Free Survival

CR after induction only

HR 0.30 (95% CI 0.14 – 0.66)

Low risk MIPI

Hoster E, et al. Blood. 2009;114: Abstract  880.



Univariate Analysis: ASCT vs. IFN
Overall Survival

Hoster E, et al. Blood. 2009;114: Abstract  880.



day 1 day 21

Rituximab + HyperCVAD/M-A in MCL

alternate cycles 1 and 2 every 21 days

Rituximab 375mg/m
2

(day 1)

Methotrexate 200mg/m
2

i.v.  2 hours (day 2)

Methotrexate 800mg/m
2

i.v.continuous 22 h (day 2)

Cytarabine 1,000/3,000mg/m
2

i.v. 2x 2h (days 3–4)

cycle 1, 3, 5, 7
R-hyperCVAD

cycle 2, 4, 6, 8
R-M-A

antifungal, antibacterial, antiviral prophylaxis: G-CSF !!! 

Romaguera JE, et al. J Clin Oncol. 2005;23(28):7013-7023. 



Dose-Intensified Regimens in MCL
R-CHOP vs. R-CHOP+ASCT / R-HyperCVAD

LaCasce A, et al. Blood. 2009;144: Abstract #403.

Progression-free survival



Mantle Cell Lymphoma
R-CHOP/High-Dose Ara-C => ASCT

Geisler CH, et al. Blood. 2008;112(7):2687-2693.

Overall survivalProgression-free survival



European MCL Network
Patients <65 Years

PR, CR!

Cyclo 120mg/kg
+ TBI 12 Gray

PBSCT

PR, CR!

3 x R-CHOP
3 x R-DHAP
alternating

(stem cell 
mobilization after 

course 4)

PBSCT

TBI 10 Gray
Ara-C 4 x 1.5 g/m2

Melphalan 140 mg/m2

3 x R-CHOP

DexaBEAM
(stem cell mobilization)

3 x R-CHOP



Altered Pathways in MCL

Jares P, et al. Nat Rev Cancer. 2007;7(10):750-762.



Radioimmunotherapy in MCL 
Comparison of Molecules

Wang M, et al. J Clin Oncol. 2009;27(31):5213-5218. 

R-Bendamustin e 12 56 92 41 19 (DR)               Robinson 09
R-Bendamustin e 16 0 75 25 18 Rummel 09



young patient (<65) elderly patient (>65) compromised patient

First line treatment
conventional

immuno-chemotherapy
(e.g. R-CHOP)

Rituximab maintenance ?
radioimmunotherapy ?

watch & wait ?
Rituximab monotherapy

Chlorambucil
Bendamustine

1. relapse
high tumor load:

immuno-chemotherapy
(e.g. R-FC)

allo-transplant ?
radioimmunotherapy ? 

rituximab maintenance ?

immuno-chemotherapy
(e.g. R-FC, 

R-Bendamustine)

molecular approaches ?
autologous PBSCT

radioimmunotherapy ? 
rituximab maintenance ?

immuno-
chemotherapy

(e.g. 
R-Bendamustine)

molecular approaches

higher relapse
molecular approaches: Bortezomib, Temsirolimus, Thalidomide/

Lenalidomide, Flavopiridol (preferable in combination) 
repeat previous therapy (long remissions)

dose-intensified
immuno-chemotherapy

(either sequential:
e.g. R-CHOP =>PBSCT

or R-Hyper-CVAD)

Dreyling MH. ASH 2009: Education Program.



Mantle Cell Lymphoma
Clinical Management

• clinical course is variable (MIPIb)

• younger patients: dose intensification
(relapse: allogeneic transplantation)

• MRD may guide future therapies

• In studies: multimodal molecular strategies



Annual Conference in Jerusalem

www.european-mcl.net
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