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Meeting Snapshot

DATE: 
September 8 and 9, 
2022

PANEL: Key experts in 
lymphoma and CLL
> 6 from US
> 2 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

LYMPHOMA/CLL-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Pier Luigi Zinzani, MD, PhD 
University of Bologna Institute of 

Hematology and Medical Oncology 

Stefan Barta, MD, MS, 
MRCPCUK
Penn Medicine
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Matthew Lunning, DO, FACP
University of Nebraska 
Medical Center

CHAIR: 
Brad Kahl, MD
Washington University 
School of Medicine

Georg Hess, MD
Johannes Gutenberg University

John N. Allan, MD 
Weill Cornell Medicine

Peter Martin, MD
Weill Cornell Medicine

Matthew Matasar, MD
Memorial Sloan Kettering 
Cancer Center

Panel Consisting of 6 US and 2 European Lymphoma Experts



Meeting Agenda Day 1
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Time (EDT) Topic Speaker/Moderator
10.00 AM – 10.05 AM Welcome, Introductions, and Meeting Objectives Brad Kahl, MD

10.05 AM – 10.25 AM Advances in CLL/SLL John N. Allan, MD

10.25 AM – 10.40 AM Role of Fixed-Duration and MRD-Guided Strategies in CLL John N. Allan, MD

10.40 AM – 11.20 AM Discussion Brad Kahl, MD

11.20 AM – 11.30 AM Key Messages John N. Allan, MD

11.30 AM – 11.40 AM Break

11.40 AM – 12.00 PM Advances in Follicular Lymphoma Pier Luigi Zinzani, MD, PhD

12.00 PM – 12.20 PM Discussion Brad Kahl, MD

12.20 PM – 12.25 PM Key Messages Pier Luigi Zinzani, MD, PhD

12.25 PM – 12.35 PM Advances in T-Cell Lymphoma Stefan K. Barta, MD, MS, MRCPCUK

12.35 PM – 12.50 PM Discussion Brad Kahl, MD

12.50 PM – 12.55 PM Key Messages Stefan K. Barta, MD, MS, MRCPCUK

12.55 PM – 1.00 PM Wrap-up and Overview of Day 2 Activities Brad Kahl, MD



Meeting Agenda Day 2
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Time (EDT) Topic Speaker/Moderator
10.00 AM – 10.05 AM Welcome and Review Agenda for Day 2 Brad Kahl, MD

10.05 AM – 10.20 AM Advances in Marginal Zone Lymphoma Matthew J. Matasar, MD 

10.20 AM – 10.45 AM Discussion Brad Kahl, MD

10.45 AM – 10.50 AM Key Messages Matthew J. Matasar, MD 

10.50 AM – 11.10 AM Advances in DLBCL/Aggressive B-Cell Lymphoma Matthew Lunning, DO, FACP 

11.10 AM – 11.30 AM Discussion Brad Kahl, MD

11.30 AM – 11.35 AM Key Messages Matthew Lunning, DO, FACP 

11.35 AM – 11.45 AM Break

11.45 AM – 12.00 PM Advances in Mantle Cell Lymphoma Georg Hess, MD

12.00 PM – 12.20 PM Discussion Brad Kahl, MD

12.20 PM – 12.25 PM Key Messages Georg Hess, MD

12.25 PM – 12.40 PM Advances in Waldenström Macroglobulinemia Peter Martin, MD

12.40 PM – 1.00 PM Discussion Brad Kahl, MD

1.00 PM – 1.05 PM Key Messages Peter Martin, MD

1.05 PM – 1.10 PM Wrap-up and Close Brad Kahl, MD



Summaries of Faculty 
Presentations



> With the establishment of BTK inhibitors as 
standard therapy for patients with CLL, the 
prognostic scoring systems and markers of risk 
that have long been used to stratify patients 
have become outdated, since outcomes have 
largely been equalized with the use of these 
agents

− Patients with unmutated IGHV have 
traditionally had poor outcomes; however, 
analyses from several trials, including 
RESONATE-2, A041202, SEQUOIA, and 
ELEVATE-TN, have demonstrated similar 
PFS outcomes in these patients as those 
with mutated IGHV after treatment with a 
BTK inhibitor

• Treatment with time-limited 
venetoclax-obinutuzumab in CLL14 
did not appear to overcome the 
poor PFS associated with 
unmutated IGHV, however

Advances in CLL/SLL (1/2) 
Presented by John N. Allan, MD



Advances in CLL/SLL (2/2) 
Presented by John N. Allan, MD

− The poor outcomes with del(11q) have also been overcome with BTK inhibitors, as seen in subset analyses in RESONATE-2 and 
SEQUOIA

− Similarly, the poor PFS associated with TP53 aberrations is bettered with BTK inhibition. This equalization of PFS has not been 
observed with time-limited venetoclax-obinutuzumab

> Karyotypic complexity is emerging as a potential factor to predict inferior PFS with BTK inhibition, as seen in the A041202 study

> In the relapsed setting, the German CLL Study Group has evaluated venetoclax-based retreatment in patients who initially received a time-
limited, venetoclax-based regimen; a pooled analysis of 13 patients showed that retreatment yielded responses, with approximately two-
thirds of patients achieving undetectable MRD (U-MRD)

> Additionally, next-generation, reversible BTK inhibitors, such as pirtobrutinib, are being developed that can bind to BTK even in the presence 
of the C481 resistance mutation



> Several trials have been carried out to evaluate combinations 
of targeted agents (eg, combined BTK and BCL2 inhibition), 
including GLOW, CAPTIVATE, and CLL13; these trials have 
also included MRD analysis

− In the phase III GLOW study, ibrutinib-venetoclax was 
compared with chlorambucil-obinutuzumab; the study 
excluded patients with known del(17p) or TP53
mutation. More patients treated with ibrutinib-venetoclax 
achieved U-MRD and had a superior 30-month PFS 
(80.5% vs 36%, respectively; HR, 0.212; P <.0001)

− The phase II CAPTIVATE trial evaluated ibrutinib-
venetoclax as first-line therapy; in patients achieving U-
MRD, treatment discontinuation appeared feasible, with 
no significant disadvantage observed at 2 years

− The phase III CLL13 trial compared several venetoclax-
based combinations with standard 
chemoimmunotherapy (FCR/BR). Data on the co-
primary endpoint of PFS were presented at EHA 2022, 
showing superior outcomes with venetoclax-
obinutuzumab or venetoclax with obinutuzumab-
ibrutinib compared with chemoimmunotherapy (HR, 
0.42 and 0.32, respectively)

Role of Fixed-Duration and MRD-Guided Strategies in CLL 
Presented by John N. Allan, MD



> Updated guidelines for follicular lymphoma 
(FL) were published by ESMO in 2021. 
Broadly speaking, first-line treatment 
decisions are driven by tumor burden (low 
vs high)

− Initial options for low-burden FL often 
consist of observation; for stage I/II 
disease, involved-site radiation 
therapy with curative intent may be 
considered

− For patients who are symptomatic 
with a high tumor burden, 
chemoimmunotherapy is a key 
recommendation, with single-agent 
rituximab also an option

> For patients with relapsed/refractory FL, 
several classes of agents have recently 
been approved or are under development

Advances in Follicular Lymphoma (1/2) 
Presented by Pier Luigi Zinzani, MD, PhD



Advances in Follicular Lymphoma (2/2) 
Presented by Pier Luigi Zinzani, MD, PhD

> Approved regimens for patients with previously treated FL include rituximab-lenalidomide, CAR T cells (US, EU), mosunetuzumab (EU), and 
tazemetostat (US)

> Emerging classes of agents in FL include BTK inhibitors and CELMoDs
− The ROSEWOOD trial compared zanubrutinib-obinutuzumab with obinutuzumab monotherapy in patients with relapsed/refractory FL. 

The study met the primary endpoint of response (68% vs 46%; P = .0017). The trial was not powered to detect an OS difference, but a 
positive trend was observed with the addition of zanubrutinib to obinutuzumab (HR, 0.44; P = .0177). The positive results were notable, 
given the historic lack of success of BTK inhibition in FL

− CELMoDs are a class of molecules designed to promote degradation of Ikaros and Aiolos, which are molecules involved in tumor cell 
survival. Early phase data have been presented on the CELMoD CC-99282, which is being developed in lymphoma. Of 8 evaluable 
patients with relapsed/refractory FL, there were 3 complete responses and 3 partial responses, for an ORR of 75%



> The phase III ECHELON-2 trial compared brentuximab vedotin + CHP 
(BV-CHP) to standard CHOP chemotherapy in patients with previously 
untreated, CD30-positive PTCL

− The trial met the primary endpoint of PFS; a 5-year update 
showed a continued PFS advantage with the BV-CHP arm (HR, 
0.66 in the subgroup of patients with systemic ALCL). In patients 
with other subtypes (PTCL-NOS, AITL), however, the difference 
between the treatment arms was not statistically significant

− A retrospective analysis of TCL subtypes other than ALCL 
suggested that CD30 expression may not correlate with 
response

> Enteropathy-associated T-cell lymphoma is another TCL subtype in 
which the BV-CHP regimen may be efficacious, with a 2-year OS rate 
of 64%

> Other combinations are being explored using CHOP as a backbone. 
These include azacitidine-CHOP, which yielded a CR rate of 75% as 
first-line therapy, and romidepsin-lenalidomide, which demonstrated a 
2-year PFS rate of 40% in patients with AITL

> In terms of biomarkers, more molecular characterization of TCL, which 
has a large number of subtypes, may reveal common pathogenic 
mechanisms. This may allow for grouping histologically different 
diseases into common molecular subtypes for targeted therapy

> Several biomarker-driven approaches are ongoing to evaluate 
targeted approaches in TCL, including inhibitors of JAK/STAT or PI3K 
pathways, and targeting epigenetic regulators such as EZH1/2

Advances in T-Cell Lymphoma  
Presented by Stefan K. Barta, MD, MS, MRCPCUK



> Marginal zone lymphoma (MZL) is a diverse disease with 3 
common subtypes: MALT (mucosa-associated lymphoid 
tissue), nodal MZL, and splenic MZL

> MZL is often related to infection or inflammation; in 
patients with H. pylori-associated gastric MALT, antibiotic 
therapy is effective 80% of the time

> Of the other subtypes, treatment of splenic MZL has been 
most defined, with asymptomatic patients managed with 
observation, and symptomatic patients treated with 
rituximab ± chemotherapy, depending on extent of 
disease. Patients who are refractory to rituximab, without 
lymphadenopathy but with splenomegaly, may be 
candidates for splenectomy

> In terms of chemotherapy regimens, the StiL trial showed 
that BR performs as well as R-CHOP and has a favorable 
toxicity profile

> Targeted agents are treatment options in patients with 
relapsed/refractory MZL

− BTK inhibitors, such as ibrutinib and zanubrutinib, 
have demonstrated activity in MZL

− Although there have been safety concerns regarding 
PI3K inhibitors, copanlisib is currently an option 

Advances in Marginal Zone Lymphoma  
Presented by Matthew J. Matasar, MD



> For patients with diffuse large B-cell lymphoma 
(DLBCL), R-CHOP has remained a standard 
approach, despite multiple efforts to improve on 
this regimen

> Recently, the phase III POLARIX trial evaluated 
polatuzumab vedotin (pola) + R-CHP (ie, R-
CHOP minus vincristine). The primary endpoint 
of PFS was superior with pola–R-CHP 
compared with R-CHOP; the OS was similar 
between the 2 treatment arms

> For patients with relapsed/refractory DLBCL, 
multiple classes of agents are approved or 
under investigation

− Approved agents include pola-BR, CAR T 
cells, selinexor, tafasitamab-lenalidomide, 
and loncastuximab tesirine

− A key class of agents in development in 
DLBCL are bispecific agents; current 
agents (eg, epcoritamab, glofitamab, 
odronextamab) target CD20 on the tumor 
cell and CD3 on T cells

Advances in DLBCL/Aggressive B-Cell Lymphoma 
Presented by Matthew Lunning, DO, FACP



> Patients with newly diagnosed mantle cell lymphoma (MCL) 
can be grouped by eligibility for stem cell transplantation (SCT)

− For fit patients, intense therapy with SCT is pursued to 
overcome residual disease with the goal of prolonging 
PFS or inducing cure

• Treatment with high-dose cytarabine is a key 
component, with a randomized trial carried out by 
the European MCL Network showing improved 
OS with alternating R-CHOP/R-DHAP compared 
with R-CHOP only

− In patients who are not eligible for SCT, 
chemoimmunotherapy is the standard of care, with BR 
extensively used

− The SHINE trial assessed the addition of ibrutinib to 
first-line BR and rituximab maintenance. This approach 
significantly improved PFS, although OS was similar 
between the treatment arms

> For patients with relapsed/refractory MCL, BTK inhibitors are 
active and a standard second-line approach

− Patients progressing on BTK inhibitor therapy may 
receive benefit from CAR T-cell therapy

− Other approaches are in development for patients for 
whom BTK inhibitors fail, including next-generation, 
reversible BTK inhibitors and bispecific agents

Advances in Mantle Cell Lymphoma 
Presented by Georg Hess, MD



> Recommendations for patients with newly 
diagnosed Waldenström macroglobulinemia 
(WM) include BTK inhibitors (ibrutinib and 
zanubrutinib are category 1 recommendations) 
as well as chemoimmunotherapy with BR

> For patients with relapsed/refractory WM, there 
is no set sequence of therapies, but if the 
patient achieved a prolonged (eg, at least 3 
years) response to the previous regimen, 
rechallenge is possible. If the patient’s disease 
relapsed <3 years after previous therapy, an 
alternative regimen is recommended; in 
addition to the previously mentioned regimens, 
bortezomib-based and venetoclax-based 
treatments are also recommended

Advances in Waldenström Macroglobulinemia 
Presented by Peter Martin, MD



Key Insights



Advances in CLL/SLL (1/2)
First-Line Therapy and Risk Factors
Regarding first-line BTK inhibitor of choice in CLL, most of the experts favor acalabrutinib (n = 4; for 2 of these, zanubrutinib is not available 
where they practice); 2 of the experts expressed a preference for zanubrutinib; 1 expert uses both acalabrutinib and zanubrutinib
> The main setting for ibrutinib mentioned by the experts is patients treated through the Veterans Administration if next-generation agents are 

not available

The experts discussed initial therapy in the context of various risk factors
> Scenario 1: A patient with CLL and a TP53 mutation who is not suitable for a BTK 

inhibitor due to preexisting conditions (eg, atrial fibrillation; history of DVT). The 
experts were asked about continuous venetoclax in the first-line setting

− One of the experts stated that while more data are needed on this application of 
venetoclax, the MAJIC trial may provide insight into this issue, as patients who 
are MRD positive after induction therapy will continue venetoclax-based therapy, 
with monitoring for conversion rates with continued therapy

− Also, expert opinion is that additional support for continued venetoclax in the 
first-line setting comes from the CLL14 trial, where ~50% of patients at the end 
of the year of therapy had declining MRD rates, suggesting that continued 
therapy would improve depth of response

− Finally, venetoclax is approved as continuous therapy in patients with 
relapsed/refractory CLL and del(17p), so this supports the feasibility of 
continuous administration in the frontline setting

Dr Allan:
If you're using targeted agents . . . 
everything's been overcome. . . . For the 
most part, you're going to treat the 
patient correctly and regardless of the 
risk group that they're in.

“ “



Advances in CLL/SLL (2/2)
First-Line Therapy (cont) and R/R CLL
> Scenario 2: A patient with newly diagnosed CLL and unmutated 

IGHV genes. The experts were asked if they factor IGHV status in 
therapeutic decision making

− If the patient is young, expert recommendation would be a 
BTK inhibitor even with unmutated disease

− If the patient was elderly (≥85 years old) and did not want 
long-term treatment, then experts would recommend 
venetoclax-obinutuzumab

Expert opinion is that targeted therapy has overcome what previously 
were unfavorable risk factors in CLL, so that regardless of the 
patient’s risk group, targeted therapy is likely to provide good clinical 
benefit

The experts expressed concern regarding the decreasing availability 
of PI3K inhibitors (eg, umbralisib and potentially duvelisib) due to 
withdrawal of approvals
> Until agents such as pirtobrutinib become available to address 

BTK resistance mechanisms, these withdrawals reduce the 
treatment options for patients with relapsed/refractory CLL

COVID-19
The experts discussed how the COVID-19 pandemic affected use of 
anti-CD20 antibodies
> The experts reduced their use of agents such as obinutuzumab 

during the pandemic due to concerns for infection
> In late 2022, with lower infection rates, vaccines, and therapeutics 

such as anti-COVID antibodies, the experts are offering more 
obinutuzumab-based therapy

> One of the experts reported seeing a higher proportion of patients 
with SLL (vs CLL), who tend to have bulky disease; anti-CD20 
antibodies have been beneficial for these patients



Role of Fixed-Duration and MRD-Guided Strategies in CLL

The experts discussed the potential approval of time-limited ibrutinib-venetoclax on the basis of the GLOW and CAPTIVATE trials
> Experts think the possibility of a time-limited, all-oral regimen is appealing and may also be associated with lower cost (ie, 12 months of time-

limited therapy would cost less than 5 years of continuous BTK inhibitor therapy)
> However, one of the experts expressed concern with this approach in patients with low-risk, IGHV-mutated disease, as time-limited ibrutinib-

venetoclax without an anti-CD20 antibody has demonstrated lower CR and MRD negativity rates in these patients
> In contrast, it is thought by the experts that patients with high-risk disease could benefit from the combination of ibrutinib-venetoclax, on the 

basis of the MRD-negativity rate in peripheral blood of ~90% in CAPTIVATE
> For patients who have del(17p), expert opinion is that these patients should receive continuous therapy so their disease does not escape; 

they could start with ibrutinib-venetoclax to achieve MRD negativity, and then continue with single-agent ibrutinib

> One of the experts welcomes the potential for time-limited therapy for patients without a 
TP53 mutation, as elderly patients may not be able to tolerate the toxicity associated with 
long-term treatment

> However, 1 expert expressed concern about using 2 key classes of agents (inhibitors of BTK 
and BCL2) in 1 line of therapy

> Expert opinion is that the ibrutinib-venetoclax regimen may not be ideal for some patients, 
such as elderly patients with a history of cardiac disease. For these patients, the experts 
prefer a second-generation BTK inhibitor; if the patient has good kidney function and 
nonbulky disease, venetoclax-obinutuzumab would also be a possibility

Expert opinion is that MRD assessment is still a research question and not yet an approach for 
everyday clinical practice in CLL

Dr Allan:
. . . combination or venetoclax-
based approaches can achieve 
high rates of MRD negativity and 
afford stopping.

“ “



Advances in Follicular Lymphoma (1/2)
Treatment Sequencing in FL
The experts discussed how they choose among different therapeutic options in FL in the context of clinical scenarios
> Scenario 1: A 68-year-old, fit patient with high-burden, grade 1/2 FL

− The expert recommendation would be BR with 2 years of maintenance; given the patient’s advanced age, anthracyclines would be 
avoided

− CHOP with an anti-CD20 antibody would be considered if this patient had rapidly growing disease or elevated LDH
> Scenario 2: A patient, ~70 years of age, with relapsed disease 3 years after first-line treatment with chemoimmunotherapy

− Expert recommendation would be lenalidomide-rituximab (R2)
− Given that this patient is in their 70s, expert opinion is that the lenalidomide dose should be adjusted to the patient’s creatinine 

clearance

> Scenario 3: Continuation of Scenario 2; the patient received R2 as second-line therapy. 
Now 74 years of age, the patient is consulting for third-line therapy

− One of the experts was asked for treatment recommendations, with different 
possibilities provided: rechallenge with chemoimmunotherapy, tazemetostat, or 
PI3K inhibition

− Tazemetostat, although not the most active agent, is viewed as being very well 
tolerated and could be offered to elderly patients with comorbidities or to younger 
patients with a busy lifestyle

Dr Zinzani:
For sure in terms of new agents, 
mosunetuzumab could be very 
important for the future of our patients. 

“ “



Advances in Follicular Lymphoma (2/2)

BTK inhibitors were historically not viewed as active in patients with FL, but expert opinion is that the ROSEWOOD trial may provide the rationale 
to use zanubrutinib in this disease

Regarding POD24 in FL, expert opinion is that the definition needs updating, as this designation was created in an era when maintenance 
rituximab was used less; the experts think the true population of patients who experience POD24 is smaller than originally believed

Regarding the use of CAR T cells, the experts would offer this approach to patients with a short remission duration to chemoimmunotherapy and 
whose disease is either primary refractory or did not respond well to a lenalidomide-based regimen. In terms of an upper age limit, patients in 
their 70s would be considered, given the experience with CAR T cells in DLBCL
> The experts prefer tisagenlecleucel over axicabtagene ciloleucel. This is because of the perception of tisagenlecleucel as a better-tolerated 

CAR T-cell construct that allows for outpatient administration and treatment of more-elderly patients (ie, up to 80+ years of age)

The emergence of bispecific agents in FL and other hematologic malignancies raises the question of whether CAR T cells or bispecific agents 
should be administered first, particularly if both target the same antigen. Currently, the experts do not have a clear rule, and patient preference, 
disease tempo, and availability of the treatments are key factors in decision making



Advances in T-Cell Lymphoma (1/2) 
First-Line Therapy in TCL
For a patient with newly diagnosed, CD30-positive TCL, expert recommendation is BV-CHP in younger patients, since brentuximab vedotin is 
more active than the vincristine it replaces in CHOP. The extra efficacy is of value to the experts, since patients with relapsed TCL have a very 
poor prognosis
> For older patients, CHOP would be recommended
> In younger patients with CD30-negative disease, expert recommendation would be CHOEP

The experts discussed approaches to improving on first-line CHO(E)P
> Combinations of interest to the experts include azacitidine + CHO(E)P, which is being 

evaluated in one of the arms of the randomized phase II A051902 trial
> Expert opinion is that CHOP is not the optimal therapeutic backbone in TCL, and that 

new combinations, such as romidepsin-lenalidomide, may be a better fit for high-risk 
or elderly patients

> Another issue is that current trials tend to group different TCL subtypes together; 
expert opinion is that this may mask the activity of certain agents if the subtypes are 
not analyzed separately. For example, hypomethylating agents may be more active 
in certain subtypes, such as AITL

Dr Barta:
I do think that BV is more active than 
vincristine and it's not that much more 
toxic, particularly in regard to neuropathy. 
I do give BV-CHP for the majority of
particularly younger patients if they have 
any degree of CD30 expression. 

“

“



Advances in T-Cell Lymphoma (2/2) 

The experts generally offer ASCT consolidation to patients with TCL who achieve a response to first-line therapy and for whom transplant is not 
contraindicated 
> However, expert opinion is that data are needed to support this approach, which will be evaluated in a trial led by the LYSA in France
> An exception to ASCT consolidation is patients with ALK-negative ALCL who have a good response by interim PET imaging and who have 

low-risk disease 

Ideas on improving drug development in TCL were offered by the experts
> Expert opinion is that comprehensive mutational analysis needs to be carried out in clinical trials of new agents in TCL, as this may help 

match patient/disease profiles to specific therapies
> Clinical trials of TCL should have large patient cohorts, rather than small phase I/II trials, in order to carry out adequately powered statistical 

analyses



Advances in Marginal Zone Lymphoma
First-Line Therapy in MZL Subtypes
The experts discussed initial therapy for patients with MZL
> Scenario 1: A patient with splenic MZL

− The experts would administer single-agent rituximab for ~4 to 8 doses, without maintenance, depending on the burden of disease
− One key consideration is to inform the patient and healthcare team of infusion reactions with rituximab, which can happen at any time in 

splenic MZL. This is in contrast to other diseases, where the infusion reactions tend to occur during the first cycle 
> Scenario 2: A patient with high-burden nodal MZL

− Expert recommendation is BR, which is regarded by the experts as highly effective in this setting

Subsequent Therapy
In the second-line setting, the experts were divided between zanubrutinib and a 
rituximab-containing regimen (eg, rituximab monotherapy, R2, BR)

In the third-line setting, expert preference is R2 over copanlisib, given that copanlisib 
requires weekly infusions; however, copanlisib may be considered for patients who 
do not tolerate lenalidomide Dr Lunning:

I think [a] caveat about [rituximab in MZL] 
that I have learned over time is that you 
have to tell them about IRRs, and that the 
IRRs can happen at any time.

“ “



Advances in DLBCL/Aggressive B-Cell Lymphoma

Expert opinion is that the ABC/GCB classification of DLBCL does not have a solid biologic basis and will likely be replaced by a molecular-based 
algorithm in 5–10 years

Regarding the POLARIX trial, US-based experts expressed enthusiasm for using pola–R-CHP once the regimen becomes available; one of the 
European experts would offer this regimen to an elderly patient with an IPI of 3–5, but would prefer R-CHOEP in a younger patient with low-risk disease
> Expert opinion is that the benefit of pola–R-CHP across patient subgroups, the reduction of need of subsequent therapy, and no increase in 

peripheral neuropathy support the use of this regimen

The sequencing of bispecific agents and CAR T cells is also an evolving theme in DLBCL
> The experts had differing opinions on which class of agents would be used first
> Some regulators may require CAR T cells first, as there currently is a lack of efficacy 

data with CAR T cells in patients who previously received a bispecific agent
> On the other hand, expert opinion is that bispecific agents will be more readily 

available in clinical practice and would be used first. However, the experts think CRS 
may cause hesitation in the community, due to association with extreme toxicity from 
the CAR T-cell experience

> One of the experts recommended evaluating CAR T cells in patients who have been 
treated with a bispecific agent, in order to better understand this issue

> Nevertheless, the experts see bispecific agents being used in relapsed/refractory 
DLBCL ahead of current options, such as pola-BR, tafasitamab-lenalidomide, and 
loncastuximab tesirine

Currently, the experts view ctDNA monitoring in DLBCL as still limited to the research 
setting, particularly since the assays appear to not yet be optimized. Expert opinion is that 
clinical applications may be possible in 5–10 years, however

Dr Lunning:
I think polatuzumab–R-CHP has an 
opportunity to be a paradigm-shifting 
upfront regimen. I think that bispecifics are 
knocking at the door, and will get usership 
both pre- and post-CAR T.

“ “



Advances in Mantle Cell Lymphoma (1/2)
Assessment of the SHINE Trial
The experts demonstrated varying degrees of enthusiasm for the SHINE regimen of ibrutinib-BR followed by rituximab maintenance and 
continued ibrutinib in patients age ≥65 years
> One of the experts, who participated in the SHINE trial, would use this approach in most patients ≥65 years of age
> Expert opinion is that the regimen is highly active, given that many patients did not require second-line therapy
> However, there are safety concerns, given previous experience combining a third agent with the BR regimen; one of the experts would rather 

administer BTK inhibitors or BR as separate strategies, rather than in a combined regimen
> The ECHO trial is evaluating a similar approach as SHINE, but with acalabrutinib instead of ibrutinib, which the experts think may have an 

improved safety profile

High-Risk MCL
The experts discussed management of patients with high-risk MCL
> Scenario 1: An elderly patient with proliferative (Ki67, 70%) MCL

− The experts espoused differing approaches, including R-BAC, 
VR-CAP, and rituximab with a BTK inhibitor

> Scenario 2: A 54-year-old patient with newly diagnosed MCL and a 
TP53 mutation

− Novel agents (eg, acalabrutinib, lenalidomide, anti-CD20) 
were recommended by a US-based expert

− The European-based experts do not have access to the novel 
agents for first-line therapy, so they would administer 
chemotherapy, switching as needed to a BTK inhibitor and 
CAR T cells

Dr Zinzani:
For sure, we [will be] 
using [the SHINE 
regimen] in the majority 
of patients older than 65.

“ “

Dr Martin:
I would love to just pick one or the 
other, either the BTK inhibitor 
strategy or the BR strategy, and I do 
not think that bendamustine is the 
easiest drug to combine things with.

“ “



Advances in Mantle Cell Lymphoma (2/2)
High-Dose Cytarabine Before Transplant
Currently, the experts do incorporate high-dose cytarabine in younger patients with MCL who are being considered for stem cell transplantation
> Regimens used by the experts include R-DHAP and R-DHAX for 4 cycles
> One of the experts mentioned that inclusion of high-dose cytarabine is supported by a trial carried out by the European MCL Network that 

showed a trend toward improved OS with alternating R-CHOP/R-DHAP compared with R-CHOP alone
> Expert opinion, however, is that it is very difficult even for young patients to complete high-dose cytarabine induction and then undergo stem 

cell transplantation 

Subsequent Therapy
In relapsed/refractory MCL, zanubrutinib is the experts’ preferred BTK inhibitor; however, availability is limited in Europe

The experts would not offer CAR T cells ahead of a BTK inhibitor, either because of institutional or payor requirements, or because they would 
use a BTK inhibitor as a bridging regimen prior to CAR T-cell therapy



Advances in Waldenström Macroglobulinemia
First-Line Therapy in WM
For patients with newly diagnosed WM, the experts generally use bendamustine and rituximab
> One approach is to start single-agent bendamustine to debulk, then subsequently add rituximab
> The BR approach is preferred by the experts, since BTK inhibition would require continuous therapy
> One of the experts mentioned that in WM, it is possible to use lower doses of bendamustine compared with other disease, and for 4 cycles of 

treatment instead of 6 cycles
> Rituximab monotherapy may be offered to elderly patients, or to patients with slowly rising IgM levels
> While thalidomide and lenalidomide are active, expert opinion is that patients with WM do not tolerate these agents well

When using BTK inhibitors in WM, the experts prefer acalabrutinib and zanubrutinib; 
however, in some countries, ibrutinib is the only approved agent available

The experts raised concern that combination trials in WM use ibrutinib as a partner, 
when the field has moved to next-generation agents

For patients with WM who progress after BR and a BTK inhibitor, one of the experts 
uses venetoclax, as patients with WM may have underlying neuropathy and do not 
tolerate proteasome inhibitors well 

Expert opinion is that responses in WM may come slowly, which can result in patients 
being moved to the next line of therapy too soon

Dr Martin:
BTKi are clearly dominating this space, 
and the BTKi of choice seems to be 
zanubrutinib. . . . There is still a huge role 
for bendamustine . . . and the proteasome 
inhibitors have fallen out of favor.

“ “
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