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Previously Untreated Indolent Non-Hodgkin Lymphoma

• Townsend W et al. Obinutuzumab versus Rituximab Immunochemotherapy in Previously Untreated 
iNHL: Final Results from the GALLIUM Study. Hemasphere 2023;7(7):e919.



Frequently Asked Clinical Questions About 
Follicular Lymphoma (FL)

• What factors do you evaluate to determine the 
long-term prognosis for a patient with FL? 

• How do you define and care for patients with “POD-24”? 



Frequently Asked Clinical Questions About FL

• What is the mechanism of action of bendamustine, 
and how does the agent affect T-cell function? How 
much of a concern is this in FL?  

• Do you currently utilize obinutuzumab as a component 
of up-front therapy for FL in any situations? 

• What about rituximab as maintenance?



Frequently Asked Clinical Questions About FL

• How do you manage recurrent FL, and what do you 
observe in terms of efficacy with successive lines of 
treatment? 

• In general, what is your usual second-line treatment? 



Follicular lymphoma: key principles 
§ Indolent, incurable

Long life expectancy for most patients
90% 5-year survival after diagnosis

§ More common in older adults 
Median age 6th decade 
25% pts under 40y

§ No ability to determine individual prognosis at diagnosis
Grade, FLIPI and FLIPI-2, molecular assessments all lack precision

§ Treatment is based on symptoms and not stage or biology

§ Event-based outcomes determine prognosis (i.e. POD24)

§ Limited data regarding optimal sequencing 
Many new regimens and modalities 

§ Lifelong risk of transformation 
Courtesy of Sonali M Smith, MD



Relapsed/Refractory Follicular Lymphoma:
CAR T-Cell Therapies

• Neelapu S et al. Axicabtagene Ciloleucel (Axi-Cel) in Patients with Relapsed/Refractory Indolent 
Non-Hodgkin Lymphoma: 4-Year Follow-Up from the Phase 2 ZUMA-5 Trial. ASH 2023;Abstract 
4868. 

• Schuster SJ et al. Clinical Outcomes of Patients with Relapsed/Refractory Follicular Lymphoma 
Treated with Tisagenlecleucel: Phase 2 Elara 3-Year Follow-Up. ASH 2023;Abstract 601.

• Morschhauser F et al. TRANSCEND FL: Phase 2 Study Results of Lisocabtagene Maraleucel (Liso-cel) 
in Patients (pts) with Relapsed/Refractory (R/R) Follicular Lymphoma (FL). ICML 2023;Abstract LBA4.

• Morschhauser F et al. TRANSCEND FL: Phase 2 Study Primary Analysis of Lisocabtagene Maraleucel 
as Second-Line Therapy in Patients with High-Risk Relapsed or Refractory Follicular Lymphoma. ASH 
2023;Abstract 602.



Frequently Asked Clinical Questions About FL

• What is the global efficacy and tolerability of CAR T-cell 
therapy in FL?

• In general, how are you sequencing CAR T-cell therapy 
and bispecific antibodies for patients with R/R FL?



Where does CAR-T fit into FL management? 
Two FDA-approved products: axi-cel and tisa-cel 

§ Primary endpoint: ORR

Patients with SD but no relapse >1 yr from completion of last therapy ineligible. Single-agent anti-CD20 mAb not counted as line of therapy for 
eligibility. Median time to delivery of axi-cel: 17 days following leukapheresis.

Patients with R/R FL (grade 1-3a) or 
MZL;

≥2 prior lines of therapy including 
anti-CD20 mAb + alkylating agent 

(N = 104; n = 84 FL)

Conditioning CT

Axi-Cel
2 x 106 cells/kg

Day 0

CAR T-Cells

Followed 
for safety 

up to 15 yr

Fludarabine 30 mg/m2 + 
Cyclophosphamide 500 mg/m2
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Neelapu ASH 2023;Abstract 4868; Schuster ASH 2023;Abstract 601 Courtesy of Sonali M Smith, MD



FDA Investigating Serious Risk of T-Cell Cancer After BCMA-
Directed or CD19-Directed Autologous Chimeric Antigen 
Receptor (CAR) T-Cell Immunotherapies
Press Release: November 28, 2023

https://www.fda.gov/vaccines-blood-biologics/safety-availability-biologics/fda-investigating-serious-risk-t-cell-
malignancy-following-bcma-directed-or-cd19-directed-autologous

“The Food and Drug Administration (FDA) has received reports of T-cell malignancies, including 
chimeric antigen receptor CAR-positive lymphoma, in patients who received treatment with BCMA- or 
CD19-directed autologous CAR T cell immunotherapies.  Reports were received from clinical trials 
and/or postmarketing adverse event (AE) data sources.
FDA has determined that the risk of T-cell malignancies is applicable to all currently approved BCMA-
directed and CD19-directed genetically modified autologous CAR T cell immunotherapies.  T-cell 
malignancies have occurred in patients treated with several products in the class.
Although the overall benefits of these products continue to outweigh their potential risks for their 
approved uses, FDA is investigating the identified risk of T cell malignancy with serious outcomes, 
including hospitalization and death, and is evaluating the need for regulatory action.”



Guido Ghilardi, Joseph A. Fraietta, James N. Gerson, Vivianna M. Van Deerlin, Jennifer J.D. Morrissette, 
Gabriel C. Caponetti, Luca Paruzzo, Jaryse C. Harris, Elise A. Chong, Sandra P. Susanibar Adaniya, Jakub 
Svoboda, Sunita D. Nasta, Ositadimma H. Ugwuanyi, Daniel J. Landsburg, Eugenio Fardella, Adam J. 
Waxman, Emeline R. Chong, Vrutti Patel, Raymone Pajarillo, Irina Kulikovskaya, David B. Lieberman, Adam 
D. Cohen, Bruce L. Levine, Edward A. Stadtmauer, Noelle V. Frey, Dan T. Vogl, Elizabeth O. Hexner, Stefan K. 
Barta, David L. Porter, Alfred L. Garfall, Stephen J. Schuster, Carl H. June & Marco Ruella

2024 January 24; Online ahead of print

Author Conclusions: The observed very low incidence of secondary T-cell lymphomas should 
provide reassurance to the scientific community regarding the safety of commercially available 
CART products. This aligns with the FDA’s assertion that “…the overall benefits of these products 
continue to outweigh their potential risks for their approved uses.”



Relapsed/Refractory Follicular Lymphoma:
Bispecific Antibodies

• Linton K et al. Epcoritamab SC Monotherapy Leads to Deep and Durable Responses in Patients with 
Relapsed or Refractory Follicular Lymphoma: First Data Disclosure from the Epcore NHL-1 Follicular 
Lymphoma Dose-Expansion Cohort. ASH 2023;Abstract 1655.

• Schuster SJ et al. Mosunetuzumab Monotherapy Continues to Demonstrate Durable Responses in 
Patients with Relapsed and/or Refractory Follicular Lymphoma After ≥2 Prior Therapies: 3-Year 
Follow-Up from a Pivotal Phase II Study. ASH 2023;Abstract 603. 

• Villasboas JC et al. Results of a Second, Prespecified Analysis of the Phase 2 Study ELM-2 Confirm 
High Rates of Durable Complete Response with Odronextamab in Patients with Relapsed/Refractory 
(R/R) Follicular Lymphoma (FL) with Extended Follow-Up. ASH 2023;Abstract 3041. 



Frequently Asked Clinical Questions About FL

• What is the global efficacy and tolerability of 
mosunetuzumab in FL?

• From a clinical point of view, do you believe any of the 
other CD20 x CD3 bispecific antibodies (eg, glofitamab, 
epcoritamab and odronextamab) offer advantages 
over mosunetuzumab in FL? 



CD20xCD3 bispecific antibodies in FL 

• Off the shelf
• Lower CRS

• Need for longer 
treatment 

• Requires 
manufacturing

• Higher CRS, ICANS
• “one and done” 

Single 
matched 
point mutations
in CH3 domain

CD20/CD3 Bispecific Antibodies in B-Cell Lymphomas

Anti-CD20 Anti-CD3 Anti-CD3Anti-CD20

Silent FC 
increases half 
life, reduces 
toxicity

High affinity 
binding to CD20 
on B-cells

CD3 T-cell 
engagement

Castaneda-Puglianni. Drugs Context. 2021;10:2021. Bannerji. ASH 2020. Abstr 42. Budde. ASH 2018. Abstr 399. 
Hutchings. Lancet. 2021;398:1157. Engelberts. eBioMedicine. 2020;52:102625. Hutchings. JCO. 2021;39:1959.
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Anti-CD3/TCR

Mosunetuzumab 
(IV/SC)

Epcoritamab 
(SC)

Glofitamab 
(IV) 

Odronextamab 
(IV) 

Humanized mouse IgG1-based mAb

Castaneda-Puglianni. Drugs Context. 2021;10:2021; Bannerji. 
ASH 2020. Abstr 42; Budde. ASH 2018. Abstr 399; Hutchings. 
Lancet. 2021;398:1157; Engelberts. eBioMedicine. 
2020;52:102625; Hutchings. JCO. 2021;39:1959.

Clinicaloptions.com*

Bispecifics CAR-T 

Courtesy of Sonali M Smith, MD



EPCORE NHL-1: epco in r/r FL
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Castaneda-Puglianni. Drugs Context. 2021;10:2021. Bannerji. ASH 2020. Abstr 42. Budde. ASH 2018. Abstr 399. 
Hutchings. Lancet. 2021;398:1157. Engelberts. eBioMedicine. 2020;52:102625. Hutchings. JCO. 2021;39:1959.
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Linton ASH 2023;Abstract 1655. 

Key clinical features: 
• Med age 65y
• FLIPI 3-5 61%
• Med prior Rx = 3

• POD24 42%
• Double refractory 70%
• Primary refractory 54%
• Refractory to last Rx 69%

Courtesy of Sonali M Smith, MD



EPCORE NHL-1: epco in r/r FL results 

Linton ASH 2023;Abstract 1655. Courtesy of Sonali M Smith, MD



Mosun in FL 

Schuster ASH 2023;Abstract 603. 
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Courtesy of Sonali M Smith, MD



Mosun in r/r FL: 3-year follow up 

Schuster ASH 2023;Abstract 603. Courtesy of Sonali M Smith, MD



Odronextamab (ELM-2 trial) 

Villasboas ASH 2023;Abstract 3041. 
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Courtesy of Sonali M Smith, MD



ELM-2: Outcomes with Odronextamab in r/r FL

Villasboas ASH 2023;Abstract 3041. Courtesy of Sonali M Smith, MD



Treatment Naïve Mantle Cell Lymphoma 
• Wang M et al. Ibrutinib-Rituximab and Venetoclax (IRV) Followed by Risk-Stratified R-

HyperCVAD/MTX in Young Patients with Untreated Mantle Cell Lymphoma – Phase II WINDOW-2 
Trial. ICML 2023;Abstract 101.

• Hawkes E et al. A Window Study of Acalabrutinib & Rituximab, Followed by Chemotherapy & 
Autograft (ASCT) in Fit Patients with Treatment Naïve Mantle Cell Lymphoma (MCL): First Report of 
the Investigator-Initiated Australasian Leukaemia & Lymphoma Group NHL33 ‘Wamm’ Trial. ASH 
2023;Abstract 735. 

• Kumar A et al. A Multicenter Phase 2 Trial of Zanubrutinib, Obinutuzumab, and Venetoclax (BOVen) 
in Patients with Treatment-Naïve, TP53-Mutant Mantle Cell Lymphoma. ASH 2023;Abstract 738. 

• Portell C et al. Primary Analysis and Results of Bendamustine, Rituximab, and Venetoclax (BR-VEN) 
for Initial Treatment of Mantle Cell Lymphoma in Subjects over 60 Years of Age (PrE0405). ASH 
2023;Abstract 733. 



Frequently Asked Clinical Questions About 
Mantle Cell Lymphoma (MCL)

• What is your current approach to first-line treatment for 
younger patients with MCL? What about older patients? 
If regulatory and reimbursement issues were removed, 
would your choices change in any way? 

• How do you approach first-line treatment for patients 
with p53-mutated or blastoid MCL?



23

Mantle cell 
lymphoma

“Fit” “Unfit”

RCHOP  
BR

VR-CAP  
len/ritux

+/- maint ritux

Indolent 
MCL

R-HyperCVAD

NORDIC regimen

RICE/R-DHAP

RCHOP/R-DHAP

+/- autoHCT
with maint

ritux

General approach to TN MCL

BR-VEN for pts > 60y 
(Portell ASH abstr 733)

BOVen for TP53-mut MCL (Kumar ASH abstr 738)

Ibr-R-venàrisk stratified RHCVAD (Wang ICML 
2023 abstr 101)

Acala-Ràchemo/HCT (Hawkes ASH abstr 735)

Courtesy of Sonali M Smith, MD



Young/fit TN MCL: IRV à risk adapted HCVAD

Results: 
• Med f/u 41m
• ORR and CR 100% to IRV induction  
• 3 year PFS 85% and OS 86% 
• PFS and OS not significantly different in pts with high and 

low Ki-67% or with/without TP53 aberrations or among pts 
with low, medium or high-risk categories. 

Ibr-R x 4 cycles
then add in Ven 

with ramp up (IRV)
N=50

Medium risk pts did not belong to 
low or high-risk categories. N=18

Low risk pts (Ki-67 ≤30%, tumor 
mass <3 cm, low MIPI score and no 
high risk features) N=11

High risk pts (Ki-67 ≥50%, 
mutations in the TP53, NSD2 or in 
NOTCH genes, or tumor diameter 
>5 cm or blastoid/pleomorphic his-
tology) N=21

HCVAD x 4

HCVAD x 2

No chemo

IRV maint x 2y

Wang ICML 2023;Abstract 101.Courtesy of Sonali M Smith, MD



Young/fit MCL: Acala-Ràchemo/ASCT

Hawkes ASH 2023;Abstract 735.Courtesy of Sonali M Smith, MD



Rapid accrual in rural and remote areas 

Hawkes ASH 2023;Abstract 735.Courtesy of Sonali M Smith, MD



Young/fit TN MCL: Acala-Ràchemo/ASCT

Results: 
• Med f/u 25m
• CR after AR: 57%
• CR after chemo 88%
• Higher MRD neg after 

chemo
• 2-yr PFS: 73%
• 2-yr OS: 79% 

Hawkes ASH 2023;Abstract 735.Courtesy of Sonali M Smith, MD



Treatment-naïve TP53 mut MCL: zanu-obin-ven 

Patient Characteristics: 
N=25
Blastoid/pleomorphic 20%
Ki67 >30% 62% (incl 33% over 50%)
High MIPI 68%
TP53 overexpression by IHC 86%
17p del via FISH 44%

Toxicity: 
Well-tolerated
Grade 3 neutropenia
Grade 1 diarrhea (60%)
COVID infections—2 fatal

Kumar ASH 2023;Abstract 738. Courtesy of Sonali M Smith, MD



Median f/u 23m
9 events: 
 5 PD
 4 deaths (all infectious)

Treatment-naïve TP53 mut MCL: zanu-obin-ven 

Kumar ASH 2023;Abstract 738. Courtesy of Sonali M Smith, MD



Older pts with MCL: BR-ven

Primary endpt: CR

Portell ASH 2023;Abstract 733. Courtesy of Sonali M Smith, MD



BR-ven in older adults with MCL 

• AE’s: cytopenias
• 8 deaths on study 

(4 from COVID, 1 
influenza)

Portell ASH 2023;Abstract 733. Courtesy of Sonali M Smith, MD



Relapsed/Refractory Mantle Cell Lymphoma 

• Wang M et al. Ibrutinib Combined with Venetoclax in Patients with Relapsed/Refractory Mantle Cell 
Lymphoma: Primary Analysis Results from the Randomized Phase 3 Sympatico Study. ASH 
2023;Abstract LBA-2. 

• Le Gouill S et al. Final Results and Overall Survival Data from a Phase II Study of Acalabrutinib 
Monotherapy in Patients with Relapsed/Refractory Mantle Cell Lymphoma, Including Those with 
Poor Prognostic Factors. Haematologica 2024;109(1):343-50.

• Cohen JB et al. Pirtobrutinib in Relapsed/Refractory (R/R) Mantle Cell Lymphoma (MCL) Patients 
with Prior cBTKi: Safety and Efficacy Including High-Risk Subgroup Analyses from the Phase 1/2 
BRUIN Study. ASH 2023;Abstract 981. 

• Goy A et al. Outcomes of Patients with Relapsed/Refractory Mantle Cell Lymphoma (R/R MCL) 
Treated with Brexucabtagene Autoleucel (Brexu-cel) in ZUMA-2 and ZUMA-18, an Expanded Access 
Study. ASH 2023;Abstract 106.

• Wang M et al. Lisocabtagene Maraleucel in Relapsed/Refractory Mantle Cell Lymphoma: Primary 
Analysis of the Mantle Cell Lymphoma Cohort from TRANSCEND NHL 001, a Phase I Multicenter 
Seamless Design Study. J Clin Oncol 2023;[Online ahead of print].



Frequently Asked Clinical Questions About MCL

• What is your usual second-line treatment for patients 
with MCL who experience relapse after first-line 
bendamustine/rituximab?

• Which BTK inhibitor (BTKi) do you normally employ for 
MCL and why?

• What is your experience with the efficacy and 
tolerability of pirtobrutinib, and how do you integrate 
this agent into your practice?



Frequently Asked Clinical Questions About MCL

• Given recently presented research, are there situations 
in which you would like to combine a BTKi with a Bcl-2 
inhibitor for your patients with MCL? If so, what 
regimen would you use and when?  

• Reimbursement aside, what do you consider the 
optimal use of first-line combinations containing a 
BTKi, an anti-CD20 antibody and venetoclax? 



Frequently Asked Clinical Questions About MCL

• How do you incorporate CAR T-cell therapy into the 
management of MCL?

• How do the responses and toxicity with CAR T-cell 
therapy in MCL compare to what is seen in DLBCL and FL? 



SYMPATICO: RP3 ibr-ven vs. ibr-pbo x 
24màibr maintenance 

No unexpected toxicity
No sig diff in OS (?trend)

Wang ASH 2023;Abstract LBA-2 Courtesy of Sonali M Smith, MD



Acalabrutinib monotherapy in rel/ref 
MCL (n=124)

Pt Characteristics: 
Med age 68y 
37.1% bulky 
21% blastoid morphology
Ki67 > 50% in 25% of pts 

Le Gouill Haematologica 2024;109(1):343-50.

Results: 
ORR 81%
CR 47.6%
DoR 28m
Low risk and CR pts had 
the best outcomes 

Courtesy of Sonali M Smith, MD



BRUIN Phase I/II trial of pirtobrutinib 
monotherapy (MCL cohort=166, with 14 naïve 
to prior BTKi)

Cohen ASH 2023;Abstract 981. Courtesy of Sonali M Smith, MD



Pirtobrutinib 
in rel/ref 
MCL 

Med DoR 21m

ORR 49%

Cohen ASH 2023;Abstract 981. Courtesy of Sonali M Smith, MD



CAR-T for MCL: Liso-cel (104 ptsà88 received 
product) 

Patient Characteristics: 
• Med age 68.5y
• 20% over age 75y
• 75% with Ki67 over 30% 
• 31% blastoid morphology 
• 23% with TP53 mutation 
• Med prior Rx 3 (range, 1-11) 
• 69% refractory disease

ORR and CR: 86.5% and 74.3%  

DR 15.7m

PFS 15.3m

OS 18.2m

Wang  J Clin Oncol 2023 Courtesy of Sonali M Smith, MD



Liso-cel in rel/ref MCL: Results 

Wang  J Clin Oncol 2023 Courtesy of Sonali M Smith, MD



Brexu-cel in rel/ref MCL: 4y f/u ZUMA-2 and 
primary analysis of ZUMA-18 expanded 
access study 

Goy ASH 2023;Abstract 106.Courtesy of Sonali M Smith, MD



ZUMA-18 Results 

ORR 87%
CR 57%

Goy ASH 2023;Abstract 106.Courtesy of Sonali M Smith, MD



ZUMA-2 4y results 

Goy ASH 2023;Abstract 106.Courtesy of Sonali M Smith, MD



Agenda

INTRODUCTION: CD3-Based Bispecific Antibodies and the General Medical 
Oncologist: Lymphomas, Multiple Myeloma … and Solid Tumors?

MODULE 1: Follicular and Mantle Cell Lymphoma 

MODULE 2: Diffuse Large B-Cell Lymphoma and Hodgkin Lymphoma



Diffuse Large B-Cell Lymphoma:
Polatuzumab Vedotin

• Morschhauser F et al. Deciphering the Clinical Benefit of Pola-R-CHP versus R-CHOP in Different 
Genetic Subtypes Beyond Cell of Origin in the POLARIX Study. ASH 2023;Abstract 3000. 

• Jerkeman M et al. Initial Safety Data from the Phase 3 POLAR BEAR Trial in Elderly or Frail 
Patients with Diffuse Large Cell Lymphoma, Comparing R-pola-mini-CHP and R-mini-CHOP. EHA 
2023;Abstract S227.



Frequently Asked Clinical Questions About DLBCL

• Do community-based physicians have access to reliable 
cell-of-origin assays?

• Should cell of origin be used to determine eligibility for 
polatuzumab/R-CHP (pola-R-CHP)?

• For older patients, can an “R-mini-CHOP-like” approach 
be used with the POLARIX regimen?



POLARIX: PFS by Cell of Origin

Morschhauser F et al. ASH 2023;Abstract 3000.

2-year PFS: 
Pola-R-CHP: 85% (95% CI: 78-92)
R-CHOP: 56% (95% CI: 48-66)
HR: 0.34 (95% CI 0.22-0.56) 

2-year PFS: 
Pola-R-CHP: 75% (95% CI: 68-81)
R-CHOP: 77% (95% CI: 71-84)
HR: 1.03 (95% CI 0.69-1.53) 

2-year PFS: 
Pola-R-CHP: 74% (95% CI: 62-88)
R-CHOP: 87% (95% CI: 78-96)
HR: 1.92 (95% CI 0.82-4.51) 



POLAR BEAR: Phase III Trial of Polatuzumab Vedotin with 
R-mini-CHP versus R-mini-CHOP as Initial Therapy for Older 
Patients with DLBCL

www.clinicaltrials.gov. Accessed February 2024.

Eligibility

• Previously untreated DLBCL

• ≥80 years, or frail ≥75 years

• ECOG PS 0-3

Primary endpoint: Progression-free survival 

Pola 1.8 mg/kg

R-mini-CHP + vincristine placebo

Q21D x 6 cycles

R-mini-CHOP + pola placebo

Q21D x 6 cycles

R

Trial identifier: NCT04332822 (Open)
Estimated enrollment: 200



POLAR BEAR: Initial Safety Data with R-pola-mini-CHP versus 
R-mini-CHOP for Older or Frail Patients with DLBCL

Jerkeman M et al. EHA 2023;Abstract S227.

Grade 4



Diffuse Large B-Cell Lymphoma:
Tafasitamab; Loncastuximab Tesirine

• Duell J et al. Tafasitamab for Patients with Relapsed or Refractory Diffuse Large B-Cell 
Lymphoma: Final 5-Year Efficacy and Safety in the Phase II L-MIND Study. Haematologica 2024 
February 1;109(2):553-66.

• Belada D et al. Safety and Efficacy of Tafasitamab with or without Lenalidomide Added to First-
Line R-CHOP for DLBCL: The Phase 1b First-MIND Study. Blood 2023;142(16):1348-58.

• Caimi PF et al. Loncastuximab Tesirine in Relapsed/Refractory Diffuse Large B-Cell Lymphoma: 
Long-Term Efficacy and Safety from the Phase 2 LOTIS-2 Study. Haematologica 2023;[Online 
ahead of print].



Frequently Asked Clinical Questions About DLBCL

• What is the global efficacy, including duration of 
response, of tafasitamab/lenalidomide?

• How are you employing this regimen in the management 
of recurrent DLBCL?

• Do you believe tafasitamab will one day become a 
standard part of first-line treatment for DLBCL?



Frequently Asked Clinical Questions About DLBCL

• What is the global efficacy, including duration of 
response, of loncastuximab tesirine?

• How are you employing this regimen in the 
management of recurrent DLBCL?

• What has been your experience with the tolerability 
of this agent, particularly as it relates to the risk of 
effusions?



L-MIND: Tafasitamab + Lenalidomide — Response Data

Duell J et al. Haematologica 2023 August 31;[Online ahead of print]. 



First-MIND: R-CHOP + Tafasitamab ± Lenalidomide

Belada D et al. Blood 2023;142(16):1348-58.



First-MIND: R-CHOP + Tafasitamab ± Lenalidomide (continued)

Belada D et al. Blood 2023;142(16):1348-58.



LOTIS-2: Loncastuximab Tesirine (N = 145) 

Caimi PF et al. Haematologica 2023 August 31;[Online ahead of print].

- R/R DLBCL (≥2 prior therapies)
- ECOG PS 0-2

Loncastuximab tesirine Q3W
- 150 μg/kg for the first two cycles

- 75 μg/kg for subsequent cycles

Continue until 1 year, disease 
relapse/progression, or 
unacceptable toxicity



• Neelapu S et al. Five-Year Follow-Up of ZUMA-1 Supports the Curative Potential of Axicabtagene 
Ciloleucel in Refractory Large B-Cell Lymphoma. Blood 2023;141(19):2307-15.

• Westin JR et al. Survival with Axicabtagene Ciloleucel in Large B-Cell Lymphoma. N Engl J Med 
2023;389(2):148-57.

• Chavez J et al. 3-Year Analysis of ZUMA-12: A Phase 2 Study of Axicabtagene Ciloleucel (Axi-cel) As 
First-Line Therapy in Patients with High-Risk Large B-Cell Lymphoma (LBCL). ASH 2023;Abstract 894. 

• Abramson JS et al. Lisocabtagene Maraleucel as Second-Line Therapy for Large B-Cell Lymphoma: 
Primary Analysis of the Phase 3 TRANSFORM Study. Blood 2023;141(14):1675-84.

Diffuse Large B-Cell Lymphoma:
CAR T-Cell Therapies



Frequently Asked Clinical Questions About DLBCL

• How is the timing of leukapheresis, reinfusion, etc, 
managed for patients in your center scheduled to 
receive CAR T-cell therapy?

• Can this be done in an outpatient setting?



Frequently Asked Clinical Questions About DLBCL

• How do you incorporate liso-cel into the 
management of R/R DLBCL?

• Are there patients who cannot receive axi-cel or 
ASCT for whom you recommend liso-cel?



Frequently Asked Clinical Questions About DLBCL

• How do you approach bridging therapy for patients 
(eg, significant tumor bulk 6 months after R-CHOP) 
scheduled to receive CAR T-cell therapy?

• Do you approach this any differently for a patient 
who received pola-R-CHP as first-line therapy?  



Frequently Asked Clinical Questions About DLBCL

• How do you view the recent FDA-mandated black box 
warning regarding the risk of secondary cancer with 
CD19- and BCMA-directed CAR T-cell therapies?

• How do you discuss this with your patients?



ZUMA-1: 5-Year Efficacy Outcomes 

Neelapu SS et al. Blood 2023;141(19):2307-15.

Median 95% CI

EFS 5.7 months (3.1 to 13.9)

PFS 5.9 months (3.3 to 15.0)

OS 25.8 months (12.8 to NE)

• CRS (cytokine release syndrome) occurred in 94 
patients (93%) with Grade ≥3 cases in 11 patients 
(11%). Neurologic events occurred in 65 patients 
(64%) with Grade ≥3 events in 30 patients (30%). 

• No new safety signals were reported in patients who 
received axi-cel (n = 101), and no new serious adverse 
events related to axi-cel were reported after the 2-
year analysis. No secondary cancer related to axi-cel 
has been reported thus far.



ZUMA-7: Progression-Free and Overall Survival

Westin JR et al. N Engl J Med 2023;389(2):148-57.



ZUMA-12: 3-Year Response Data 

Chavez JC et al. ASH 2023;Abstract 894. 

Secondary endpoints (median EFS/PFS/OS) have not been reached.



TRANSFORM: Efficacy Outcomes
• The most common 

TEAEs of any grade 
were neutropenia, 
anemia, 
thrombocytopenia 
and nausea. The most 
common Grade ≥3 
AEs in both arms 
were neutropenia, 
thrombocytopenia 
and anemia. 

• The rates of any-
grade CRS and NEs 
were 49% and 11%, 
respectively, with 
Grade 3 CRS and NEs 
in only 1% and 4%, 
respectively; there 
were no Grade 4 or 5 
events. 

EFS PFS

No significant improvement in OS (HR, 0.724; 95% CI, 0.443-1.183; P = 0.0987) 

Nastoupil LJ et al. ASCO 2023;Abstract 7526. 

EFS = event-free survival; PFS = progression-free survival; TEAEs = treatment-emergent adverse events; AEs = adverse 
events; CRS = cytokine release syndrome; NEs = neurologic events



• Hutchings M et al. Glofitamab Monotherapy in Relapsed or Refractory Large B-Cell Lymphoma: 
Extended Follow-Up from a Pivotal Phase II Study and Subgroup Analyses in Patients with Prior 
Chimeric Antigen Receptor T-Cell Therapy and by Baseline Total Metabolic Tumor Volume. ASH 
2023;Abstract 433.

• Karimi Y et al. Effect of Follow-Up Time on the Ability of Subcutaneous Epcoritamab to Induce Deep 
and Durable Complete Remissions in Patients with Relapsed/Refractory Large B-Cell Lymphoma: 
Updated Results from the Pivotal EPCORE NHL-1 Trial. ASCO 2023;Abstract 7525. 

• Ayyappan S et al. Final Analysis of the Phase 2 ELM-2 Study: Odronextamab in Patients with 
Relapsed/Refractory (R/R) Diffuse Large B-Cell Lymphoma (DLBCL). ASH 2023;Abstract 436. 

• Crombie J et al. Odronextamab Demonstrates Durable Complete Responses in Patients with Diffuse 
Large B-Cell Lymphoma (DLBCL) Progressing after CAR-T Therapy: Outcomes from the ELM-1 Study. 
ASH 2023;Abstract 4461. 

Diffuse Large B-Cell Lymphoma:
Bispecific Antibodies



Frequently Asked Clinical Questions About DLBCL

• Globally how are you sequencing CD20 x CD3 bispecific 
antibodies and CAR T-cell therapy for your patients 
with R/R DLBCL, and which are you generally 
recommending first?

• How does prior exposure to CAR T-cell therapy impact 
the effectiveness of bispecific antibodies? What about 
the converse? 



Frequently Asked Clinical Questions About DLBCL

• Currently, what is the optimal method to integrate the 
use of bispecifics in the community setting? 

• From a clinical point of view (eg, efficacy, tolerability, 
convenience) how, if at all, do you distinguish 
glofitamab, epcoritamab and odronextamab? 



Phase II Study of Glofitamab Monotherapy 

Hutchings M et al. ASH 2023;Abstract 433. 

The most common AE was CRS in 64% of patients, mostly Grade 1-2.



EPCORE NHL-1: Subcutaneous Epcoritamab 

Karimi Y et al. ASCO 2023;Abstract 7525. 

• The most common AE was CRS in 51% of patients (mostly Grade 1-2), followed by neutropenia in 25% of patients.



ELM-2: Odronextamab 
for R/R DLBCL 

Ayyappan S et al. ASH 2023;Abstract 436. 

ORR = 52.0%; CR = 31.5%

• The most common 
AE was CRS in 
55.1% of patients, 
mostly Grade 1-2. 



ELM-1: Odronextamab After CAR T-Cell Therapy

Crombie J et al. ASH 2023;Abstract 4461. 

Response data

ORR 47.7%

CR 29.5%

• The most common AE was CRS 
occurring in 52.3% of patients. 
All events were Grade 1-2 and 
resolved with a median time to 
resolution of 2 days.



• Herrera AF et al. SWOG S1826, a Randomized Study of Nivolumab(N)-AVD versus Brentuximab 
Vedotin(BV)-AVD in Advanced Stage (AS) Classic Hodgkin lymphoma (HL). ASCO 2023;Abstract LBA4.

• Rutherford SC et al. Nivolumab-AVD Is Better Tolerated and Improves Progression-Free Survival 
Compared to BV-AVD in Older Patients (Aged ≥60 Years) with Advanced Stage Hodgkin Lymphoma 
Enrolled on SWOG S1826. ASH 2023;Abstract 181.

• Lee H et al. Brentuximab Vedotin, Nivolumab, Doxorubicin, and Dacarbazine for Advanced Stage 
Classical Hodgkin Lymphoma: Efficacy and Safety Results from the Single Arm Phase 2 Study. ASH 
2023;Abstract 608.

Advanced Stage Hodgkin Lymphoma



Frequently Asked Clinical Questions About 
Hodgkin Lymphoma (HL)

• Regulatory and reimbursement aside, what is your 
preferred first-line treatment for a patient with 
advanced-stage HL? 

• What medical history (eg, autoimmune disease, solid 
organ transplant) would exclude a patient from receiving 
nivolumab/AVD? 

• How do you approach the use of this regimen for older 
patients with comorbidities?



SWOG-S1826: Nivolumab/AVD vs BV-AVD — Efficacy and Safety

Herrera AF et al. ASCO 2023;Abstract LBA4. 

However, no 
improvement in OS.

1-year OS estimates

BV-AVD 98%

Nivo-AVD 99%



N-AVD markedly improves PFS over Bv-AVD in 
older patients with cHL

Median follow-up 
12.1 months

1-year PFS
N-AVD 93%
Bv-AVD 64%

N-AVD

Bv-AVD

p-value = 0.022
HR = 0.35, 
95% CI (0.12-1.02)

Rutherford SC et al. ASH 2023;Abstract 181.  Courtesy of Andrew M Evens, DO, MBA, MSc



S1826 in Older Pts with cHL: Conclusions
• N-AVD is better tolerated than Bv-AVD

– More GI AEs, sepsis/infections, and peripheral neuropathy with Bv-
AVD 

– Low immune event rates with N-AVD, similar to whole study population
– More pts discontinued Bv than Nivolumab

• N-AVD substantially improves PFS compared to Bv-AVD in older pts
– EFS is also improved, and fewer deaths occurred on N-AVD

• Follow-up ongoing to confirm PFS durability, assess long-term safety, OS, 
and patient-reported outcomes

Rutherford SC et al. ASH 2023;Abstract 181.  Courtesy of Andrew M Evens, DO, MBA, MSc



SGN35-027 Part B: BV + Nivo + AD

Lee HJ et al. ASH 2023;Abstract 608. 



SGN35-027 Part B: BV + Nivolumab + AD

Lee HJ et al. ASH 2023;Abstract 608. 



• Fornecker L et al. Brentuximab Vedotin Plus AVD for First-Line Treatment of Early-Stage Unfavorable 
Hodgkin Lymphoma (BREACH): A Multicenter, Open-Label, Randomized, Phase II Trial. J Clin Oncol 
2023;41(2):327-35.

• Abramson J et al. Brentuximab Vedotin, Nivolumab, Doxorubicin, and Dacarbazine (AN+AD) for 
Early-Stage Classical Hodgkin Lymphoma (SGN35-027 Part C). ASH 2023;Abstract 611. 

• Henderson TO et al. AHOD2131: A Randomized Phase 3 Response-Adapted Trial Comparing 
Standard Therapy with Immuno-Oncology Therapy for Children and Adults with Newly Diagnosed 
Stage I and II Classic Hodgkin Lymphoma. ASH 2023;Abstract 3084.

Early-Stage Hodgkin Lymphoma



Frequently Asked Clinical Questions About HL

• Outside of a clinical trial, how do you currently manage 
Stage I and II HL? What are your thoughts about the 
AHOD 2131 trial, and are you actively recommending that 
eligible patients in your practice participate? 

• What current first-line questions do you believe should be 
addressed in Phase III trials for advanced-stage HL? 

• Is BV/nivolumab/AD a worthwhile regimen to evaluate? 



BREACH: BV-AVD vs ABVD — Response Data

Fornecker L et al. J Clin Oncol 2023;41(2):327-35.



SGN35-027 Part C: BV + Nivolumab + AD

Abramson JS et al. ASH 2023;Abstract 611. 



SGN35-027 Part C: BV + Nivolumab + AD — PFS Outcomes

Abramson JS et al. ASH 2023;Abstract 611. 



Are you familiar with AHOD 2132, a recently activated Phase III 
trial evaluating risk-adapted therapy for Stage I and II classic HL? 

1. No

2. Yes, and it’s a good alternative to present to my patients

3. Yes, but I would hesitate to present to my patients due to 
the scientific objective or design

4. Yes, but I would hesitate to present to my patients because 
it looks too complicated

5. Yes, other reason



Standard therapy vs. immuno-oncology for children and adults with 
newly diagnosed stage I and II classic HL: AHOD 2131

ABVD x 2 cycles

Arm A
ABVD x 
2 cycles

Favorable Risk 

PET-2
RER SER

Randomize

Arm B
Bv-Nivo x 
4 cycles

Arm C
eBEACOPP 
x 2 cycles

Randomize

Arm D
Bv-Nivo x 
4 cycles

ISRT ISRT

ABVD x 2 cycles

Arm E
AVD x 4 
cycles

Unfavorable Risk 

PET-2
RER SER

Randomize

Arm F
Bv-Nivo x 
4 cycles

Arm G
eBEACOPP 
x 2 cycles

Randomize

Arm H
Bv-Nivo x 
4 cycles

ISRT ISRT

Planned enrollment 
1875 patients     

(ages 5-60 years)

NCT05675410

Courtesy of Andrew M Evens, DO, MBA, MSc



Standard therapy vs. immuno-oncology for children and adults with 
newly diagnosed stage I and II classic HL: AHOD 2131

• Large study (N=1875) in which the majority of ES patients will avoid 
radiation (N=1514 anticipated PET-).

• Primary Endpoint: 3-year PFS superiority
• Secondary Endpoint: 12-year OS non-inferiority

• Minority of patients will receive escBEACOPP (N=134, 5-7% overall)
• Harmonization of pediatric and adult cHL treatments
• Incorporation of reduced chemotherapy strategy in frontline
• Dedicated end point of long follow up (12-year OS) allows assessment of 

late-term effects of treatment
• Multitude of correlative studies planned (metabolic PET, ctDNA, quality of 

life, cost of care, post-acute and late effects, etc)
Courtesy of Andrew M Evens, DO, MBA, MSc



Are you familiar with AHOD 2132, a recently activated Phase III 
trial evaluating risk-adapted therapy for Stage I and II classic HL? 

1. No

2. Yes, and it’s a good alternative to present to my patients

3. Yes, but I would hesitate to present to my patients due to 
the scientific objective or design

4. Yes, but I would hesitate to present to my patients because 
it looks too complicated

5. Yes, other reason



Frequently Asked Clinical Questions About HL

• What novel agents and strategies currently under 
investigation do you find most promising for the 
treatment of HL? 
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