
Company name Research support Employee Consultant Stockholder Speakers bureau Advisory board Other 

Janssen X 

Gilead X 

Celgene X 

Genentech X 

Novartis X 

Pharmacyclics X 

Verastem X 



The US Approach to First-Line Treatment of  

Mantle Cell Lymphoma 

March 26, 2017  pem9019@med.cornell.edu 





Treatment may be safely deferred in some patients with MCL 

1-Martin JCO 2009, 2-Abrahamsson Blood 2014, 3-Abrisqueta ASH abstract 2015, 4-Cohen ASH abstract 2015, 5-Orchard Blood 2003, 6-Ondrejka Haematologica 2011, 7-Eve JCO 2009, 8-Budde JCO 2010 
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Overall Survival by Treatment Group

N=31 

OS=64 mo. 

N=68 

OS=55 mo. 

Center N Defn. of deferred tx. TTT Impact on OS 

Derriford7 16/52 3 mo. 11.1 mo. No difference 

FHCRC8 13/118 3 mo. 5 mo. No difference 

Nordic2 29/1389 NR NR 79% vs. 61% 

BCCA3 74/439 3 mo. 35.5 mo. 66 mo. vs. 50 mo. 

NCDB4 492/8029 90 days NR HR 0.79 

What characteristics are define these patients? 

Not blastoid morphology1 

Normal LDH2 

Ki67 <30%3 

No B symptoms4 

Mutated IGHV5 

SOX11- 

Non-nodal6 

MIPI is NOT a defining characteristic 







Aggressive regimens 



CALGB 59909 

Damon et al. JCO 2009 
Liu H et al. Haematologica 2012;97:579-585 

Eligibility: 

• Age 18-69 

• Stage III-IV 

• No HIV 

• LVEF>45% 

• Cr<2 mg/dL 

 



Post-induction MRD status in PB after induction was 
associated with PFS but not OS 

Liu H et al. Haematologica 2012;97:579-585 
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S0213 Trial of R-hyperCVAD/MTX-AraC 

Bernstein S H et al. Ann Oncol 2013;24:1587-1593 

Median OS 6.8 years 

CR/CRu 55% 

Median PFS 4.8 years (5.5 y for <65) 

39% did not complete treatment 



Not included in 2017 NCCN Guidelines 

S1106: BR vs. R-hyperCVAD 

Chen et al. British Journal of Haematology Volume 176, Issue 5, pages 759-769, 19 DEC 2016 

Grade 3/4 Toxicities 

R-HyperCVAD 

(N=17) 

R-Bendamustine 

(N=35) 

Anemia 59% 8.6% 

Neutropenia 65% 34% 

Febrile neutropenia 29% 14% 

Thrombocytopenia 71% 17% 

CR: 40% vs. 35%* 

2yPFS: 82% vs. 81% 

 

*PET not mandated   

http://onlinelibrary.wiley.com/doi/10.1111/bjh.2017.176.issue-5/issuetoc
http://onlinelibrary.wiley.com/doi/10.1111/bjh.2017.176.issue-5/issuetoc


Less aggressive regimens 



E1405: VcR-CVAD 

Chang J E et al. Blood 2014;123:1665-1673 and ASH 2016 

6y PFS 53% 

6y OS 70% 



Other US Cooperative Group Studies 

Study Regimen Eligibility Enrolled Outcome Reference 

ECOG E1499 RCHOP x 4 
90Y-ibrutimomab 

tiuxetan 

All ages N=56 

Ages 33-83 years 

MIPI low 50% 

TTF 34 mo. 

OS 7.9 y 

Smith JCO 2012 

Smith Leuk 2017 

SWOG S0601 VR-CHOP All ages N=65 

Ages 36-85 

MIPI low 45% 

PFS 29.5 mo 

5yOS 66% 

Till BJH 2016 

NCCTG N0189 Cladribine 

rituximab 

All ages N=29 

Ages 41-86 

 

TTP 12.1 mo. Inwards Cancer 2008 

ECOG E1411 BR vs. BVR 

Followed by R 

vs. LR 

All ages N=373 Ongoing Ongoing 



 

• Most trials testing intensive regimens 

limit to age <65 or <70. The R-

hyperCVAD regimen was more toxic 

between age 65-70. 

 

• Most trials testing less intensive 

regimens were open to all ages. 

 

• The recommendation to only proceed to 

ASCT in CR is supported by trials done 

outside of the NCI/NCTN structure 

• CR rate depends on response 

criteria 

 





Intensive therapy trials 
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1. Patients may be pre-registered to STEP 0 and tumor tissue submitted for determination of the clonal marker during induction or within two (2) months following completion of induction. Patients 
who are pre-registered after induction must have a PR or CR status.

2. Sites will be notified of the results of the clonal assessment. Patients for whom a marker exists and at restaging are found to have complete or partial response (CR or PR), blood must be 
submitted for determination of minimal residual disease (MRD) status. Blood must be collected at time of or after restaging and should not be submitted until after notification of clonal marker 
status. If blood was submitted at the same time the tumor tissue was submitted for clonal marker evaluation, only blood from patients with a clonal marker signature will be evaluated.

3. Rituximab maintenance: 375 mg/m2 IV q 8 weeks x 2 years

4. Patients will be stratified by induction regimen and MIPI-c score.  For induction regimen there will be two categories: containing high-dose cytarabine versus lacking high-dose cytarabine.  For 
MIPI-c score there will be four categories:  low, low/intermediate, high/intermediate + high, and  not determined. 
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STEP 1

· MRD neg PR

· MRD indeterminate 

· MRD pos PR or CR

ARM A
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+Rituximab
3
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· MIPI-c score

·  Intensive  vs. non-

intesive  induction 



Less intense therapies: 

A phase 3 trial??? 

Bendamustine-rituximab plus X 

• E1411 – BR +/- bortezomib 

• SHINE – BR +/- ibrutinib 

• R-BAC500 – BR + cytarabine 

• LenaBerit – BR + lenalidomide 

• BeRT – BR + temsiroliums 

• Next US study: BR + venetoclax? 



Payer Employer Private Medicaid Medicare Other public Uninsured 

US 49% 7% 20% 14% 2% 9% 

The United States of America is a complicated place 
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