
Indolent and Mantle Cell 
Lymphoma: 

Updating the Toolbox, Including 
and Beyond Anti-CD20 Antibodies

Sonali M. Smith, MD FASCO
Elwood V. Jensen Professor of Medicine
Chief, Section of Hematology/Oncology

Co-Leader, Cancer Service Line
Co-Director, Lymphoma Program 

The University of Chicago 

1



Overview

 Current landscape of treatment options 
for iNHL and MCL 
 Recently approved 

treatments/modalities 
 Emerging/future therapies 
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Follicular lymphoma
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Follicular lymphoma snapshot: 
outcome after relapse 

Median survival for follicular lymphoma approaches 20 
years, but…



FL remains important cause of 
death 

All patients FLIPI 3-5

Sarkozy J Clin Oncol 2019 Jan 10;37(2):144-152



FL: Clinical categories and treatment options
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S1608/clinical 
trial 
autoHCT? • PI3Ki

• CAR-T?
• AlloHCT?

• BR
• R-CHOP +/- MR
• R-CVP
• Ritux monoRx
• Len-ritux*

• Radiation therapy  
Radioimmunotherapy

• Ritux monoRx
• Tazemetostat

• ASCT 
• Benda + Obinu or 

Ritux
• Len-rituximab
• PI3Ki 

*not approved
HTB = high tumor burden

LTB = low tumor burden
POD24 = early progression of disease w/i 24m 

of initial treatment

HTB vs. LTB, 
symptomatic vs. asymptomatic

RISK FOR TRANSFORMATION

Biopsy critical at 
relapse to r/o 
transformation
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March 2021: Axi-cel approved for r/r FL with 
> 2 lines of therapy (ZUMA-5)

Flu/Cy conditioning

Patient Enrollment

Axi-cel 2 x 10^6/kg 

Primary 
endpoint: 

ORR
Figures and data courtesy of Caron Jacobsen, MD from ASH 2020

Med f/u 
18.5m



ZUMA-5: Response for FL and MZL

8Jacobson ASH 2020 Abstract 700



9Jacobson ASH 2020 Abstract 700

ZUMA-5: Duration of response for 
FL and MZL

Median f/u 17.5m
All 151 pts received intended treatment
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ZUMA-5: CRS and ICANS for FL and 
MZL

Jacobson ASH 2020 Abstract 700
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ELARA: Tisa-cel in r/r FL 

Vast majority of patients received cellular 
product  

Lymphodepleting therapy could be Flu/Cy 
or bendamustine

18% of patients received tisagenlecleucel
infusion in outpatient setting

Primary 
endpoint: CR

DOR

Schuster ASCO 2021 Abstract 7508: Efficacy and safety of tisagenlecleucel (Tisa-cel) in adult patients (Pts) 
with relapsed/refractory follicular lymphoma (r/r FL): Primary analysis of the phase 2 Elara trial
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ELARA: phase 2 international trial 
of tisa-cel in FL (n=98) 

Promising safety profile

Fowler ASH 2020 abstract 1149
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Comparing cytokine release 
syndrome and neurotoxicity

All grades > Gr 3
ELARA

CRS 48.5% 0%
NT/ICANS 9.3% 1%
Time to onset 8 days

ZUMA-5
CRS 78% 6%
NT/ICANS 56% 15%
Time to onset 4 days

In ELARA trial: 
Most CRS (75%) and all neurotoxicity 
(100%) occurred in patients with bulky 
disease
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Key patient characteristics in ELARA and 
ZUMA-5 trials 

ELARA ZUMA-5
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Slide courtesy of Caron Jacobsen, MD 
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Which indolent lymphoma patients 
should be considered for CAR-T?
 Patient identification is key!

 The vast majority of patients with FL do well without aggressive 
treatments 

 Disease characteristics: 
 early POD, double refractory, multiple prior regimens with 

sequentially shorter PFS
 Patient characteristics: 

 No upper age limit, adequate 
cardiac/renal/pulmonary/neurologic reserve 

 Bulky disease and need for bridging therapy are poor prognostic 
factors 

 No clear difference between axi-cel and tisa-cel in terms of efficacy in FL
 Marginal zone lymphoma needs more data 

Very short follow up so far: is this a cure?? 



Emerging class of agents: bispecific 
antibodies

17

REGN1979 Bannerji ASH 2020 #400; 
Glofitamab Hutchings ASH 2020 #403
Epcoritamab Hutchings ASH 2020 #402

Distinct CD20 epitope

Olszewski ASH 2020 #401
Matasar ASH 2020 #2096
Philips ASH 2020 #1184



Bispecific antibodies in indolent lymphomas

Slide courtesy of Caron Jacobson, MD



Mantle cell lymphoma



Mantle cell lymphoma: initial 
treatment approach
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INDUCTION CONSOLIDATION MAINTENANCE

Nordic 
RCHOP/RDHAP
R-HCVAD

autoHCT Maint R x 3y

Maint R x 2-3yXX
BR
(RCHOP)
(Len-R)
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Eskelund Br J Haematol 2016 Nov;175(3):410-418; 
Villa Blood Adv 2020 Aug 11;4(15):3486-3494



Does the real-world experience match 
the data? 
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Martin ASCO 2020



Real-world (rw) results: mantle cell 
lymphoma (n=3600) 
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• BR was most commonly used 1L treatment 
• Only one-third of pts < 65 received cytarabine-

containing regimen
• Only 23% underwent SCT

• Med rwTTNT was 28m in pts <65y and 22m in pts >
65y

• Worse than reported in trials 

• Despite lower use of SCT, there was no clear 
rwTTNT or rwOS benefit among SCT-eligible patients 

Martin ASCO 2020
Implication for clinical trial 

development!!



BR as a backbone for new regimens: 
ECOG-ACRIN E1411
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Addition of bortezomib to BR does 
not improve outcomes
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No difference by 
MIPI or age

Smith M ASCO 2021



 No data on sequencing 
 List of options: 

 BTK inhibitors 
 Lenalidomide-rituximab
 Venetoclax
 Chemoimmunotherapy (if long duration of response to prior 

treatment) 
 Bortezomib-based treatment 

 Potential role of delayed autoHCT
 Allogeneic HCT
 CAR-T * (not yet FDA-approved) APPROVED!

Treatment approach in rel/ref MCL

Modified from NCCN.org

Ven-len/ritux trial ongoing 
(Philips ASCO 2021)



ZUMA-2: CAR-T in rel/ref MCL 

Wang N Engl J Med 2020; 382:1331-1342

Key patient features:
• N=74 enrolled 

patients
• Med age 65 y
• Ki-67 > 50% 69%
• TP53 mut 17% 
• Blastoid 25%

PFS

OS
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ZUMA-2: ASH 2020 multicenter phase 2 
trial of KTE-X19 in r/r MCL (N=60)

Wang ASH 2020 Abstract 1120



ZUMA-2: ASH 2020 multicenter phase 2 
trial of KTE-X19 in r/r MCL (N=60)

Med f/u 17.5m Wang ASH 2020 Abstract 1120



Take home points: indolent and 
mantle cell lymphomas 

 Toolbox is growing (!) 
 Advent of cellular therapy for indolent 

lymphomas
Patient selection is critical 

 Watch for bispecifics in indolent 
lymphomas 
 New regimens for MCL on the horizon 



Thank You
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