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AGENDA: PART 1 – SEPTEMBER 29, 2020
Time Topic Speaker/Moderator

7.00 PM – 7.10 PM
(10 min) Welcome and Introductions Brad Kahl, MD

7.10 PM – 7.25 PM
(15 min)

Current and Evolving Treatments for T-Cell Lymphomas (peripheral T-cell 
lymphomas, adult T-cell leukemia/lymphoma, anaplastic large cell lymphoma)

Stefan Klaus Barta, MD, MS, 
MRCPCUK 

7.25 PM – 7.55 PM
(30 min) Key Questions and Topics for Discussion

7.55 PM – 8.05 PM
(10 min) Current and Evolving Treatments for Hodgkin Lymphoma Catherine Diefenbach, MD 

8.05 PM – 8.35 PM
(30 min) Key Questions and Topics for Discussion

8.35 PM – 8.45 PM
(10 min) BREAK

8.45 PM – 9.00 PM
(15 min) Current and Evolving Treatments for MZL/Waldenström Macroglobulinemia Nina D. Wagner-Johnston, MD 

9.00 PM – 9.30 PM
(30 min) Key Questions and Topics for Discussion

9.30 PM – 9.50 PM
(20 min) Round-robin and Discussion on Treating Lymphoma in the COVID-19 Era Brad Kahl, MD moderating

9.50 PM – 10.00 PM
(10 min) Wrap-up and Overview Brad Kahl, MD
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CURRENT AND EVOLVING TREATMENTS FOR T-CELL 
LYMPHOMAS: OVERVIEW (1/2) (STEFAN KLAUS BARTA)

> Brentuximab vedotin (BV) + CHOP is now the first-line standard for CD30+ ALCL based on the PFS 
and OS benefits in ECHELON-2, but it is unclear whether this also applies to non-ALCL subtypes of 
CD30+ PTCL
− Outstanding questions include whether there is a role for consolidative transplant for Alk-negative ALCL 

and CD30+ PTCL, and whether there is a role for BV maintenance following induction with or without ASCT

> CHOP remains the first-line standard for CD30-negative PTCL
− Ongoing trials are exploring combinations of CHOP with HDAC inhibitors or hypomethylating agents

> For relapsed/refractory (R/R) PTCL, currently approved single-agent therapies are associated with 
response rates in the range of 30%–35%, with 3–4 month-PFS and OS <1 year
− Classes of agents under investigation in this setting include inhibitors of PI3K, JAK +/- SYK, ITK, and 

EZH2; hypomethylating agents; antibodies targeting ICOS and CD47; bispecific T-cell engagers; CAR T 
cells; and combinations with HDAC inhibitors

> Chemotherapy is beginning to move to the background, and there is more focus on biologic 
therapies targeting dysregulated signaling pathways
− There is a movement toward doublet therapy with the emergence of better tolerated agents that can be 

synergistically combined
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CURRENT AND EVOLVING TREATMENTS FOR T-CELL 
LYMPHOMAS: OVERVIEW (2/2) (STEFAN KLAUS BARTA)

> Immunotherapy is beginning to show progress in T-cell neoplasms
− CAR T cells have been hampered by several challenges, such as the heterogeneity of cell surface markers 

on malignant T-cells, the need to avoid targeting and depleting normal T cells, the possibility of collecting 
malignant T-cells and reintroducing a more aggressive clone, and epitope masking. However, researchers 
are beginning to overcome these challenges

− Immune checkpoint inhibitors are showing promise in cutaneous T-cell malignancies, and could have even 
greater impact in combination regimens

> Biomarkers will likely play a greater role in T-cell lymphomas than in B-cell lymphomas because of 
T-cell plasticity and heterogeneity

5



CURRENT AND EVOLVING TREATMENTS FOR T-CELL 
LYMPHOMAS: DISCUSSION HIGHLIGHTS (1/3)
> For investigational agents in the setting of R/R PTCL, ORRs in the range of 50% are viewed positively, and 

would likely be sufficient for regulatory approval, but experts also consider durability to be important. Longer 
follow-up is needed to determine how durable responses will be with most new investigational agents

> PFS is considered a challenge to interpret with newer agents that are producing higher CR rates, because 
more patients are able to go to transplant, which is viewed positively but confounds PFS analyses, particularly 
in smaller studies

> Experts perceive HDAC inhibitors to be a difficult treatment for patients, but durable responses >1 year have 
been observed in some patients who do respond. These agents are typically used only in patients who will not 
be going on to transplant
− There is some preliminary evidence suggesting that combining epigenetic therapies with immunotherapies may be 

advantageous

> The PI3K inhibitor duvelisib appears to be the next closest drug to approval for R/R PTCL, and the phase II 
PRIMO trial data will be presented at ASH 2020
− The reported ORR of approximately 50%, with a median PFS of 8.3 months, was considered to be impressive. Duvelisib 

also appears to be a good combination partner, with a reported ORR of 59% in combination with romidepsin
− A first-line trial is planned to evaluate CHOP with either duvelisib or azacitidine
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CURRENT AND EVOLVING TREATMENTS FOR T-CELL 
LYMPHOMAS: DISCUSSION HIGHLIGHTS (2/3)
> The JAK/SYK pathway represents an attractive target in T-cell lymphomas, particularly those with 

hemophagocytic lymphohistiocytosis, but it is unclear whether development of ruxolitinib or 
cerdulatinib will be moving forward
− Hematologic toxicities can be problematic with ruxolitinib, but they are manageable with growth factors. 

Cerdulatinib is perceived to be better tolerated, with fewer cytopenias. There is a learning curve with the 
administration of these agents, and withdrawing them too quickly can lead to inflammatory syndrome

− Biomarkers may be key for patient selection – this class of agents appears to do better in patients with 
JAK-mutated or JAK pathway-activated cancers

> In patients with CD30-negative PTCL, results from early phase studies with romidepsin + CHOP 
suggest this combination is not much more active as a first-line therapy than CHOP alone; the 
phase III trial has been completed and results will be presented at ASH 2020. The combination of 
belinostat + CHOP appears more active, with an ORR of 88%, and is perceived to be better 
tolerated, but it is not clear whether this combination will move forward

> CAR T-cell therapies could become important in PTCL if the mechanistic challenges can be 
circumvented
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CURRENT AND EVOLVING TREATMENTS FOR T-CELL 
LYMPHOMAS: DISCUSSION HIGHLIGHTS (3/3)
> Experts expect biomarkers to play an increasing role in PTCL, with more biomarker-driven trials in 

the future
− Experts predict PTCL to be divided into smaller and smaller baskets of patients selected for specific 

molecular aberrations, with therapy tailored to specific biologies
− The challenge is that PTCL is a rare disease – it isn’t possible to run trials with 300–400 patients, and a 

different pathway to regulatory approval will be necessary as even smaller molecularly-defined subsets are 
identified

− Cooperative groups could potentially take the lead in running basket trials
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CURRENT AND EVOLVING TREATMENTS FOR HODGKIN 
LYMPHOMA: OVERVIEW (1/2) (CATHERINE DIEFENBACH)

> The optimal upfront treatment for advanced stage Hodgkin lymphoma (HL) remains to be 
determined
− Risk-adapted approaches based on PET status after initiation of therapy are being investigated. Results of 

the RATHL study suggest that bleomycin can be safely omitted for patients with PET-negative disease after 
2 cycles of ABVD

− The ECHELON-1 trial demonstrated that substituting BV for bleomycin in the ABVD regimen significantly 
improved modified PFS; there were several deaths in the ABVD control arm due to bleomycin toxicity

− Consolidation therapy with BV following ASCT significantly improved PFS in the AETHERA trial compared 
with placebo, but no difference in OS had been detected

• Patients in this trial were all BV-naive, so it is unclear how these results may apply to patients who receive BV as 
part of their first-line therapy

− Efforts are underway to explore immune checkpoint inhibitors (ICIs) in the upfront setting, and an ongoing 
trial is comparing BV-AVD vs nivolumab-AVD

− Better risk stratification tools are needed to determine which patients benefit from de-escalation vs 
intensified therapy or novel strategies

> For patients with R/R HL, the approval of BV represented a major breakthrough, and was the first 
new drug to be approved for this disease in over 30 years
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CURRENT AND EVOLVING TREATMENTS FOR HODGKIN 
LYMPHOMA: OVERVIEW (2/2) (CATHERINE DIEFENBACH)

> ICIs are now an established treatment option for R/R HL, and combinations with either BV or 
chemotherapy will drive the field forward
− Nivolumab and pembrolizumab are both active in R/R HL, with high ORRs, but the CR rate is only 10%–

20%. Durable responses occur primarily in patients who achieve a CR. Median PFS is approximately 12 
months, and there does not appear to be a tail on the curve

− A study comparing BV with pembrolizumab showed similar response rates between the 2 agents, but PFS 
was more durable with pembrolizumab

− Results from a phase I study of BV + nivolumab + ipilimumab appear promising; the median PFS has not 
yet been reached with more than 2 years of follow-up

− ICIs, either alone or in combination with BV, are perceived to be highly active, but not curative; stem cell 
transplant remains the only curative treatment. However, a key question is whether all patients with a good 
response to an ICI-based regimen require transplantation, or whether a subset of patients can be 
consolidated with immunotherapy

> Novel agents such as bispecific antibodies and CAR T cells are currently in development
− Early studies with CD30-targeted CAR T cells have demonstrated safety, but ORRs and durability of 

responses have been modest
− The bispecific antibody AMF-13 is active in a highly refractory population of patients with HL, but it is also 

associated with a high frequency of neurotoxicity, particularly Guillain-Barre Syndrome
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CURRENT AND EVOLVING TREATMENTS FOR HODGKIN 
LYMPHOMA: DISCUSSION HIGHLIGHTS (1/2)
> When choosing between treatment options for a patient with R/R HL, context and goals of therapy 

are the primary driver. If the goal is transplant, the option that produces the highest CR rate, 
typically a combination regimen, is preferred. In cases where the goal is long-term PFS and 
avoidance of transplant, an ICI is typically preferred over BV
− Experts emphasized that the goal of second-line therapy should be cure, not maintenance. Further, they do 

not expect chemotherapy to go away entirely
− For patients with R/R HL who will go to transplant, most experts are using either BV-bendamustine or ICE 

outside of a clinical trial
• BV-bendamustine is perceived to produce a higher CR rate than ICE, but is also associated with more toxicities. In 

particular, rash can be a challenge, but steroids can be helpful
• Several experts indicated they would switch to BV-nivolumab if they could get insurance approval. Although there is 

some concern about immune-related side effects, this regimen is perceived to be better tolerated than BV-
bendamustine, with less risk of secondary malignancies, and thus may be better for younger patients

• One expert indicated they had used BV-nivolumab as a bridge to allo-SCT, and had not seen an increase in graft vs 
host disease

• Historical data show that outcomes with SCT are similar whether a patient is in a CR from chemotherapy or BV 
monotherapy, but only 20% of patients treated with BV second-line achieved a CR, compared with approximately 
35% with ICE. Similar results have been observed with nivolumab
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CURRENT AND EVOLVING TREATMENTS FOR HODGKIN 
LYMPHOMA: DISCUSSION HIGHLIGHTS (2/2)
> Experts do not perceive a difference between nivolumab and pembrolizumab, and believe the minor 

differences seen in trials can be attributed to differences in patient populations
− Although pembrolizumab can be administered on an q6w schedule, some experts thought this was too long of an 

interval to not see a patient with R/R HL, and they prefer a q4w schedule

> No standard of care has been established for the first-line treatment of HL, and a response-adapted 
approach to minimize chemotherapy for lower-risk patients is considered a reasonable goal

> A key unanswered question is whether all patients with a good response to therapy with an ICI 
combination need to go on to transplant, or whether a subset can be consolidated with immunotherapy

> CD30 staining has not been used as a biomarker for selecting treatment in HL because it is so uniformly 
positive in this disease. However, more research needs to be done to determine if differences in 
expression levels may help to predict durable long-term response vs early relapse. It is possible that 
CD30 may be downregulated as a mechanism to evade BV

> The development and approval of immunotherapies for HL has obfuscated the subset of patients who 
remain in desperate need of alternative therapies. Although many patients with HL are cured, some 
patients do still relapse after chemotherapy and immunotherapy, and treatment options are limited. 
There is a pressing need for more novel strategies
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CURRENT AND EVOLVING TREATMENTS FOR MZL/
WALDENSTRÖM MACROGLOBULINEMIA: OVERVIEW (1/2) 
(NINA D. WAGNER-JOHNSTON)

> There are now a growing number of active agents for both diseases, with encouragingly high 
levels of single-agent activity

> Waldenström macroglobulinemia (WM)
− Retrospective data suggest that first-line therapy with bendamustine-rituximab (BR) is superior to 

bortezomib + dexamethasone + rituximab
− There was no significant benefit for maintenance rituximab following BR in the StiL MAINTAIN trial
− BTK inhibitors have entered the armamentarium for WM; ibrutinib is approved for first-line use, and 

acalabrutinib is approved for R/R WM

> Marginal zone lymphoma (MZL)
− In the first-line setting, rituximab alone or in combination with cytotoxic agents or with lenalidomide, 

remains the standard of care
− The addition of lenalidomide to rituximab (R2) second-line did not improve PFS in the AUGMENT study, 

but did produce an ORR of 90% in previously untreated patients
− BTK inhibitors and PI3K inhibitors have demonstrated efficacy and are entering the armamentarium for 

R/R MZL
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CURRENT AND EVOLVING TREATMENTS FOR MZL/
WALDENSTRÖM MACROGLOBULINEMIA: OVERVIEW (2/2) 
(NINA D. WAGNER-JOHNSTON)

> Investigational agents showing promise in WM/MZL include the oral proteasome inhibitor ixazomib, 
second-generation BTK inhibitors (zanubrutinib, tirabrutinib), and the BCL2 inhibitor venetoclax
− Zanubrutinib appears to have similar efficacy when compared with ibrutinib, but a better toxicity profile

> Frontline regimens are increasingly incorporating targeted agents, but it is not clear that these 
combinations are improving depth of response or outcomes, while they do add to toxicities. Instead, 
these newer agents may be better used in the setting of relapsed disease

> It remains unclear whether rituximab has a role in the maintenance setting
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CURRENT AND EVOLVING TREATMENTS FOR MZL/
WALDENSTRÖM MACROGLOBULINEMIA: DISCUSSION (1/3)
> For patients with MZL, experts agree that rituximab-based therapies remain the standard of care

− MZL is seen as a very heterogenous disease. Splenic and nodal MZL are distinct subgroups within MZL, 
with very different prognoses and sensitivity to therapy. Patients with splenic disease appear to do very well 
even on single-agent rituximab, while patients with nodal disease typically progress rapidly through 
available therapies. However, patients who are unable to tolerate rituximab are more likely to have splenic 
disease; premedication or splitting the initial dose can help

− The data with R2 in MZL are considered confusing and inconclusive. For relapsed MZL, several experts 
indicated they are using lenalidomide second-line, although some will consider a BTK inhibitor, particularly 
if the patient has a MYD88 mutation

• R2 is perceived to be more active and better tolerated than ibrutinib in MZL
• Acalabrutinib is perceived to be better tolerated than ibrutinib
• The phase II MAGNOLIA study evaluating zanubrutinib in MZL is ongoing

− Experts expressed cautious enthusiasm for PI3K inhibitors, but noted that GI side effects can develop in 
patients who are on these agents for a prolonged period

− One expert noted that some patients with MZL, usually with nodal disease, who have not responded to 
previous therapies have done well on trials of bispecific antibodies
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CURRENT AND EVOLVING TREATMENTS FOR MZL/
WALDENSTRÖM MACROGLOBULINEMIA: DISCUSSION (2/3)
> For patients with WM, BTK inhibitors are beginning to replace classical chemotherapy approaches

− Several experts indicated their preferred sequence is to use a BTK inhibitor first line, and venetoclax 
second line for patients with WM. A few experts are still using BR in the first-line setting, particularly in 
patients with massive splenomegaly when rapid control is needed, and some will use it in the second-line 
setting after a BTK inhibitor. BTK inhibitors are preferred for older patients

− Most experts do not add rituximab when using a BTK inhibitor, but a few add it in the second treatment 
cycle

− Acalabrutinib and zanubrutinib are perceived to be more tolerable than ibrutinib, with lower rates of cardiac 
or bleeding events and unmanageable hypertension. However, it was noted that longer experience with 
these second-generation inhibitors is needed to fully characterize toxicity profiles, particularly AEs such as 
atrial fibrillation and hypertension

• Zanubrutinib does not appear to be associated with headache, which is frequently observed with acalabrutinib
• Several experts noted that neuropathy does not improve with BTK inhibitors, but it does improve with rituximab
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CURRENT AND EVOLVING TREATMENTS FOR MZL/
WALDENSTRÖM MACROGLOBULINEMIA: DISCUSSION (3/3)
> There are now treatment options that are active in both diseases, with encouragingly high levels of 

activity as single agents
> Moving forward, for targeted agents to replace classical chemotherapy regimens first line for these 

diseases, development of time-limited treatment approaches would be desirable. Chemotherapy-
based approaches allow for treatment for a set number of cycles, followed by extended periods of 
observation, and it can be a challenge for patients to accept being on therapy continuously for the 
rest of their life

> Experts are not sure whether monitoring minimal residual disease (MRD) will play as important of a 
role in WM or MZL as it does in CLL
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TREATING LYMPHOMA IN THE COVID-19 ERA: DISCUSSION 
(1/2)
> The experts indicated that initially the COVID-19 pandemic caused many changes in their practices, 

particularly in hard-hit areas around New York City, but most practices were now beginning to return 
to something closer to normal. However, there is concern about a second wave of infections

> Changes included
− Increased use of virtual patient management and telemedicine, and no double-booking of appointments
− Delaying transplants in cases where it was not urgent, and decreased use of CAR T-cell therapies
− Delaying initiation of treatment for patients for whom observation is a reasonable option, until indication for 

treatment becomes definitive
− Decreased use of rituximab maintenance therapy, particularly for lymphoma subtypes where no OS benefit 

has been established
− Increased use of oral therapies (eg, BTK inhibitors rather than rituximab), and/or changing in-patient 

regimens to out-patient treatment, when feasible
− Patients coming to academic centers for a second opinion choosing to receive therapy locally
− Pausing clinical trials, particularly those that require hospitalization; several experts indicated they are just 

now beginning to reactivate their trial portfolios
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TREATING LYMPHOMA IN THE COVID-19 ERA: DISCUSSION 
(2/2)
> Several experts indicated there is substantial uncertainty in the field, because there are no data 

regarding how different agents/regimens may impact infection with COVID-19 or illness severity. 
This uncertainty has led to a reluctance to change practice, and a conservative approach to 
treatment decisions

> Some of the experts indicated that for patients receiving maintenance rituximab, they will be 
pausing therapy when a vaccine appears to be imminent, in order to allow time for patients’ immune 
systems to recover
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AGENDA: PART 2 – OCTOBER 1, 2020

20

Time Topic Speaker/Moderator

7.00 PM – 7.05 PM
(5 min) Agenda Review Brad Kahl, MD

7.05 PM – 7.15 PM
(10 min) Current and Evolving Treatments for DLBCL Paolo Caimi, MD

7.15 PM – 7.50 PM
(35 min) Key Questions and Topics for Discussion

7.50 PM – 8.00 PM
(10 min) Current and Evolving Treatments for FL Kieron Dunleavy, MD 

8.00 PM – 8.25 PM
(25 min) Key Questions and Topics for Discussion

8.25 PM – 8.35 PM
(10 min) BREAK

8.35 PM – 8.45 PM
(10 min) Current and Evolving Treatments for CLL/SLL Brad Kahl, MD

8.45 PM – 9.10 PM
(25 min) Key Questions and Topics for Discussion

9.10 PM – 9.20 PM
(10 min) Current and Evolving Treatments for MCL Peter Martin, MD 

9.20 PM – 9.45 PM
(25 min) Key Questions and Topics for Discussion

9.45 PM – 10.00 PM
(15 min) Wrap-up and Overview Brad Kahl, MD



CURRENT AND EVOLVING TREATMENTS FOR DLBCL: 
OVERVIEW (1/2) (PAOLO CAIMI)

> For patients with newly diagnosed DLBCL, R-CHOP remains the standard of care
− To date, phase III studies evaluating the addition of novel agents have failed to show an improvement over 

R-CHOP alone, but patient selection and inclusion of patients with a better prognosis may have contributed 
to these results. There may still be a role for treatment intensification for higher-risk patients

− The POLARIX first-line trial comparing R-CHOP with or without polatuzumab vedotin is ongoing

> For patients with R/R DLBCL, CAR T-cell therapy and stem cell transplant are both potentially 
curative, but unfortunately many patients still relapse using either of these approaches
− The cure rate associated with CAR T therapy in R/R DLBCL was approximately 40% in clinical trials, but 

real-world studies suggest the actual rate is closer to 20%–25%
− Eligibility requirements for CAR T therapies are less stringent than for transplant, allowing access to a 

greater number of patients
− Tisagenlecleucel and axicabtagene ciloleucel are currently approved for transplant-ineligible R/R DLBCL, 

and lisocabtagene maraleucel (liso-cell) is expected to be approved in the US based on results of the 
TRANSCEND-NHL 001 trial

− Results from the ongoing ZUMA-7 trial will help to inform the role of CAR T cells in transplant-eligible 
patients
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CURRENT AND EVOLVING TREATMENTS FOR DLBCL: 
OVERVIEW (2/2) (PAOLO CAIMI)

> Palliative options added more recently to the armamentarium for R/R DLBCL include BR + 
polatuzumab vedotin, the XPO1 inhibitor selinexor, and the CD19-targeted antibody tafasitamab in 
combination with lenalidomide

> Novel agents undergoing investigation in R/R DLBCL include
− Loncastuximab tesirine (ADCT-402), a CD19-targeted antibody-drug conjugate
− Anti-CD3/CD20 bispecific antibodies: mosunetuzumab, glofitamab, plamotamab, and GEN3013

• Mosunetuzumab has demonstrated activity in patients previously treated with CAR T-cell therapy in a phase I study

> Gene expression profiling continues to expand the number of distinct molecular subgroups within 
DLBCL
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CURRENT AND EVOLVING TREATMENTS FOR DLBCL: 
DISCUSSION HIGHLIGHTS (1/5)
> Experts do not perceive any substantial differences in efficacy between the CAR T therapies 

currently used for DLBCL. However, they perceive that tisagenlecleucel is better tolerated than 
axicabtagene ciloleucel, with a lower rate of grade 3/4 neurotoxicity, and later, more manageable 
cytokine release syndrome (CRS) that allows for outpatient management. Conversely, they noted 
that production time was faster with axicabtagene ciloleucel, with less stringent lymphocyte count 
requirements, although cell viability may be more variable
− One practical clinical question concerns the optimal therapy to bridge to CAR T therapy, since 

lymphodepletion needs to be avoided
• Bendamustine-containing regimens (eg, BR-polatuzumab) are considered problematic and are generally avoided 

because they can cause severe lymphopenia, although some centers will consider 1–2 cycles before collection. 
One expert has had success with using BR-polatuzumab after collection 

• It is unclear how CD19-targeted agents such as tafasitamab and loncastuximab may impact CAR T-cell collection 
and function; more data are needed but at this point experts would not recommend these agents as bridge 
therapies

• Bispecific antibodies that allow some degree of lymphocyte recovery may be useful in this setting
− Another question is how to manage patients who achieve only a PR on CAR T-cell therapy, and there is 

debate regarding whether to watch and wait to see if they convert to a CR, or proceed to allo-transplant
• Even if they do convert to a CR, experts do not expect this will necessarily be a durable response
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CURRENT AND EVOLVING TREATMENTS FOR DLBCL: 
DISCUSSION HIGHLIGHTS (2/5)
> Experts noted that many patients who are not eligible for transplant are eligible for CAR T-cell 

therapy. One expert indicated they are typically doing CAR T therapy in the outpatient setting for 
most patients, and routinely administering to patients in their 70s
− Most experts are approaching CAR T-cell therapy as definitive and potentially curative, although relapses 

do occur. More research is needed into what is working biologically and immunologically in those patients 
who achieve a durable CR

− Experts suggest that for many patients, CAR T-cell therapy will just be part of a sequence of treatments, 
although the optimal sequence remains to be determined

> Experts thought the 12-month PFS reported with tafasitamab-lenalidomide was very impressive, 
and suggested this regimen could be used in a wider population of patients than other currently 
available therapies for R/R DLBCL, with the exception of patients with renal failure
− One expert reported a patient who had a severe inflammatory reaction while on tafasitamab-lenalidomide, 

like a tumor flare, which required steroids and hospitalization, although the patient later responded
− One expert suggested this combination could potentially move to the first-line setting, and a study is being 

planned
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CURRENT AND EVOLVING TREATMENTS FOR DLBCL: 
DISCUSSION HIGHLIGHTS (3/5)
> Experts suggested that BR-polatuzumab may have a role in treating elderly patients, but noted this 

can be a challenging regimen to administer and responses are generally not very durable, 
necessitating a maintenance strategy
− Experts suggested it may be possible for polatuzumab to move to the first-line setting, but they did not 

expect it to do so in combination with BR

> Several experts indicated that the tolerability of selinexor was poor, and activity as a single agent 
was low, which made it difficult to determine where to place this agent in the treatment algorithm. 
However, they could potentially see this agent moving to an earlier line of therapy if it shows strong 
efficacy in combination regimens
− One expert could envision selinexor + R-CHOP in the first-line setting, noting that toxicities could be 

tolerated if the regimen increased cure rates; a phase I/II study is ongoing to evaluate this combination
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CURRENT AND EVOLVING TREATMENTS FOR DLBCL: 
DISCUSSION HIGHLIGHTS (4/5)
> Experts are not currently using MRD assessment outside of clinical studies

− Retrospective studies have shown that interim MRD-negativity is associated with an excellent prognosis. 
This could be helpful, but readouts from ongoing prospective studies are needed

− Several experts agreed that a prognostic MRD assay that detected relapses sooner could potentially 
replace conventional imaging for monitoring patients on therapy, if it was shown to be reliable in 
prospective studies

− However, some experts indicated they are currently not using monitoring imaging, noting that surveillance 
imaging has not been correlated with improved OS. If MRD testing showed that early detection improved 
outcomes, that would be important, but experts think that for early detection to be clinically useful, there will 
need to be interventions proven to change the natural history of the disease in this setting

• Studies have shown that intensification of R-CHOP does not appear to help in this setting
• An ongoing study is evaluating CAR T-cell therapy in patients with an interim positive PET scan
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CURRENT AND EVOLVING TREATMENTS FOR DLBCL: 
DISCUSSION HIGHLIGHTS (5/5)
> Experts indicated that in general they are much more willing to tolerate toxicities with potentially 

curative therapies than when they are treating patients in the palliative setting. They are also 
more likely to try to maintain a regimen at full dose if it will improve the likelihood of a cure. In 
contrast, they are more likely to utilize dose modifications earlier in patients being treated with 
palliative intent
− This can be challenging for new drug development in R/R DLBCL, because these patients have often 

received very intensive therapies over a shorter period of time compared with more indolent lymphomas, 
with resulting cytopenias

− In addition, the velocity of DLBCL can cause a rapid explosion of disease, which then makes patients 
less fit for subsequent therapies. Performance status needs to be carefully balanced with toxicities in the 
palliative setting

> Looking to the future, a major challenge in the field will be learning how to best sequence and 
prioritize which agents to use when
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CURRENT AND EVOLVING TREATMENTS FOR FL: OVERVIEW 
(1/2) (KIERON DUNLEAVY)

> While FLIPI scores remain integral to the management of patients with FL, better prognostic assays 
incorporating molecular information are needed
− The M7-FLIPI score, which combines 7 genes with the FLIPI score and performance status, has some 

value but needs further refinement

> For patients with newly diagnosed advanced-stage disease and a high tumor burden, systemic 
therapy or local palliative radiation is the accepted standard of care. However, the optimal treatment 
for patients with advanced disease and low tumor burden, or those with localized disease, remains 
unsettled
− Several first-line options are considered reasonable, including R-CHOP, R-CVP, and BR
− The role of maintenance rituximab is uncertain – the PRIMA trial demonstrated an improvement in PFS, but 

not OS
− The GALLIUM trial showed a PFS benefit with obinutuzumab-CHOP compared with R-CHOP, but there 

was no difference in OS
− In the RELEVANCE trial, PFS was statistically similar for R2 and R-CHOP, but there were more cytopenias 

with R-CHOP and more immune-mediated AEs with R2
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CURRENT AND EVOLVING TREATMENTS FOR FL: OVERVIEW 
(2/2) (KIERON DUNLEAVY)

> In the setting of R/R FL, there are several available options that have demonstrated efficacy
− The combination of obinutuzumab + bendamustine followed by obinutuzumab improves PFS compared 

with 6 cycles of bendamustine
− R2 significantly improves PFS and OS compared with rituximab alone
− Several PI3K inhibitors have demonstrated activity in R/R FL and are now approved in this setting

• Idelalisib is associated with a high ORR, but toxicities can be problematic, particularly hepatitis. Concerning 
unexpected toxicities were also observed in combination studies

• Copanlisib also demonstrated a high level of activity, with a similar toxicity profile, although hyperglycemia and 
hypertension were more frequent

• The PI3K delta/gamma inhibitor duvelisib is also active in this setting
− Approximately 20% of FLs harbor an EZH2 mutation. Tazemetostat has demonstrated activity in R/R FL, 

with a higher ORR in patients with EZH2-mutated FL
− Preliminary data are available for several anti-CD20/CD3 bispecific antibodies, including mosunetuzumab, 

REGN1979, and GEN3013
• All 3 have demonstrated activity, and the CR rate of 77% associated with REGN1979 appears particularly 

promising, although the studies are still early
− The phase II ZUMA-5 trial of axicabtagene ciloleucel CAR T-cell therapy reported a median PFS of 23.5 

months in patients with R/R FL
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CURRENT AND EVOLVING TREATMENTS FOR FL: 
DISCUSSION HIGHLIGHTS (1/2)
> For patients with newly diagnosed FL with a high tumor burden, choice of first-line therapy depends 

on patient age and other clinical characteristics. Most experts would recommend BR in this setting 
but may use CHOP with either rituximab or obinutuzumab for younger patients, or if there are 
concerns about possible transformation
− Several centers have switched to biosimilar rituximab when using an IV regimen, but some are now using 

subcutaneous rituximab after 1–2 cycles of the IV formulation. Patient insurance may also dictate use of 
the biosimilar

> For patients with R/R FL, most of the experts are using R2 second line. In the third-line setting, 
most would recommend tazemetostat for patients with an EZH2 mutation, and a PI3K inhibitor for 
patients with EZH2 wild-type FL
− Several experts indicated that they have the capability in-house to do EZH2 sequencing, but some 

indicated they do not sequence because tazemetostat is also active in EZH2 wild-type disease. The need 
for sequencing will depend on how many other options are available for an individual patient

− Experts perceive that the 3 available PI3K inhibitors have similar efficacy but differ in terms of tolerability. 
Duvelisib and copanlisib are perceived to be better tolerated than idelalisib, but the weekly schedule for 
copanlisib can be a challenge for patients, particularly those who live at a distance from the treatment 
center
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CURRENT AND EVOLVING TREATMENTS FOR FL: 
DISCUSSION HIGHLIGHTS (2/2)
> Experts are enthusiastic about the early data with the bispecific (CD3/CD20) antibodies and CAR T 

cells in FL, noting that response rates suggest a high level of activity and promising durability
− Step-up dosing with bispecific antibodies appears to help mitigate CRS
− One expert noted that while bispecific antibodies have better tolerability in the short term compared with 

CAR T cells, longer-term immunosuppression may be a challenge. One expert commented on seeing 
opportunistic infections and interstitial pneumonias in patients receiving bispecific antibodies, suggesting 
both B-cell and T-cell issues. CAR T-cell side effects are perceived to be more transient

> It will take time to determine which of the novel agents being investigated are most promising 
because of the indolent nature of the disease

> Patients who progress at 24 months are perceived to have a very poor outcome, and there is a 
large unmet need for effective therapies for this patient subset

> MRD testing is being studied in retrospective studies in FL but needs to be incorporated into 
prospective studies. Currently, it is not being used routinely in the clinic to make decisions about 
patient management
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CURRENT AND EVOLVING TREATMENTS FOR CLL/SLL: 
OVERVIEW (1/2) (BRAD KAHL)

> There have been several new targeted agents approved for the first-line treatment of CLL within the 
past 4 years, including the BTK inhibitors ibrutinib and acalabrutinib, the BCL2 inhibitor venetoclax, 
and the anti-CD20 antibody obinutuzumab
− BTK inhibitors are associated with very high ORRs, but remissions are shallow, requiring indefinite therapy
− In patients with IgVH-mutated CLL, ibrutinib appears to perform similarly to conventional 

chemoimmunotherapy (BR, FCR), while the advantage with ibrutinib is much larger in IgVH-unmutated 
disease

− The BTK inhibitor zanubrutinib is expected to receive regulatory approval in the US soon
− Venetoclax is associated with a lower risk of lymphocytosis than the BTK inhibitors, but more cytopenias 

are observed compared with BTK inhibitors. There is also a risk for TLS. However, it does produce deeper 
remissions, with more CRs and MRD-negativity

• The combination of venetoclax + obinutuzumab has been developed as a 1-year time-limited therapy, but 5-year 
outcome data are not yet available

− Obinutuzumab has demonstrated superiority compared with rituximab in CLL. When added to a BTK 
inhibitor in the first-line setting, there is a modest improvement in efficacy but the risk for infections 
increases

− Novel agents are considered superior to chemoimmunotherapy in patients with del17p, p53 mutation, or 
IgVH-unmutated CLL
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CURRENT AND EVOLVING TREATMENTS FOR CLL/SLL: 
OVERVIEW (2/2) (BRAD KAHL)

> Several ongoing trials are formally investigating time-limited first-line therapy for CLL
− The EA9161 trial is comparing the triplet of ibrutinib + obinutuzumab + venetoclax for a limited duration vs 

ibrutinib + obinutuzumab indefinitely
− The phase II CAPTIVATE-MRD trial is evaluating the use of MRD assessment to guide treatment decision-

making. All patients will receive ibrutinib for 3 cycles, after which venetoclax will be added for an additional 
12 cycles. At this point, patients will undergo MRD assessment. Patients with undetectable MRD will be 
randomized to ibrutinib or placebo, while MRD-positive patients will be randomized to ibrutinib with or 
without venetoclax
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CURRENT AND EVOLVING TREATMENTS FOR CLL/SLL: 
DISCUSSION HIGHLIGHTS (1/3)
> First-line treatment for CLL has moved away from chemoimmunotherapy regimens to targeted 

agents
− Experts are most frequently using either a BTK inhibitor or venetoclax + obinutuzumab for newly 

diagnosed CLL
• Most experts have moved away from ibrutinib and are now using acalabrutinib exclusively, which is perceived to 

be better tolerated. Ibrutinib-associated hypertension is perceived to be difficult to manage, and the 10%–15% rate 
of atrial fibrillation is concerning

• Although zanubrutinib is expected to receive regulatory approval, it is unclear where this agent, which is perceived 
to be very similar to acalabrutinib, will fit unless it distinguishes itself in terms of safety, efficacy, or cost. However, 
there is some flexibility with dosing schedule and pill sizes, which may be advantageous

• BTK inhibitors may be preferable for patients with impaired renal function because it is harder to get through the 
initial start with venetoclax

• BTK inhibitors are perceived to be easier to start but harder to stay on, while venetoclax is harder to start, but 
easier to stay on

• Venetoclax + obinutuzumab does not appear to be widely used in the community; experts believe that community 
practitioners are uncomfortable with managing side effects associated with this regimen, such as TLS and infusion 
reactions
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CURRENT AND EVOLVING TREATMENTS FOR CLL/SLL: 
DISCUSSION HIGHLIGHTS (2/3)
> Most experts have stopped using FCR, even in younger patients, because of concern for secondary 

malignancies
> There is some appeal to time-limited therapy, particularly for patients for whom adherence to oral 

therapy may be a concern, but many of the experts are still comfortable using a BTK inhibitor 
indefinitely

> There is some concern about the impact CD20 antibodies may have on the ability of patients to 
mount a response to a COVID-19 vaccine, which may induce some physicians to utilize BTK 
inhibitors, but most experts indicated that so far this has not factored into their decision-making

> PI3K inhibitors are considered a reasonable third-line option, but several experts indicated that the 
BTK inhibitors and venetoclax + obinutuzumab work so well that they have not had patients reach 
this point in treatment yet. Further, patients who do relapse on these agents often have Richter 
transformation, and there is an urgent unmet need for effective treatments for this population

> The efficacy with CAR T cells in CLL appears modest so far, particularly compared to the activity 
seen in DLBCL and MCL. While this form of therapy may eventually demonstrate benefit, experts 
do not see a role for CAR T cells in the immediate future considering the efficacy of current 
therapeutic options

35



CURRENT AND EVOLVING TREATMENTS FOR CLL/SLL: 
DISCUSSION HIGHLIGHTS (3/3)
> Several experts indicated they are performing MRD testing when they are considering therapy 

discontinuation
− However, it is unclear how to manage a patient who is MRD-positive after 1–2 years of therapy: Does it 

make sense to continue the same therapy? Is MRD status prognostic or predictive? Is adjusting therapy on 
the basis of MRD status helpful?

− Two experts indicated they are using flow cytometry in-house to perform MRD assessment, and 2 indicated 
they will occasionally send out to Adaptive Biotech for assessment
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CURRENT AND EVOLVING TREATMENTS FOR MCL: 
OVERVIEW (1/2) (PETER MARTIN)

> Bendamustine is a standard component of most chemotherapy regimens for MCL, but cytarabine 
is growing in popularity and is considered an integral component of therapy for younger patients

> Anti-CD20 antibodies have been shown to improve OS, and longer maintenance therapy with 
rituximab appears to provide greater benefit than shorter treatment. Obinutuzumab is increasingly 
being used in place of rituximab in trials, but no head-to-head comparison has been performed in 
MCL

> Other targeted agents that have been approved or are under investigation for the treatment of MCL 
include proteasome inhibitors, IMiDs, BTK inhibitors, anti-CD19 CAR T cells, BCL2 inhibitors, and 
PI3K inhibitors, but none of these agents target the fundamental pathobiology of MCL
− IMiDs can be effective in some patients early on, but do not appear to have much activity later; the 

challenge will be identifying the subset of patients who do benefit from these agents
− BTK inhibitors are associated with a good therapeutic index, and can be combined with other agents, but 

CR rates are low and approximately 20%–30% of patients with hyperproliferative disease do not respond

> The prognosis of patients with MCL has been improving with newer treatments, but drug 
development is now going faster than trials can be completed. This makes it a challenge to 
determine trial designs that will be most relevant when current ongoing trials read out

37



CURRENT AND EVOLVING TREATMENTS FOR MCL: 
OVERVIEW (2/2) (PETER MARTIN)

> A common theme in MCL is the heterogeneity of the disease. Numerous subgroups with different 
prognoses and biologies exist, such as nodal and non-nodal, hyperproliferative and less 
proliferative, and p53-mutated vs wild-type. A therapy may work for one subgroup and not others. 
Likewise, treatments that are effective in CLL, FL, or DLBCL will not necessarily be effective in MCL

> Existing regimens produce high rates of MRD-negativity, but some of these patients still relapse. 
Outstanding questions regarding MRD testing in MCL include
− Which compartment is optimal for testing? Which assay is most accurate? And when should testing be 

performed?
− What is the goal of MRD testing? Should it be used as a prognostic tool, to predict response to therapy, or 

as a surveillance tool to detect relapse early?
− How does cell-free DNA testing compare with current MRD testing methods?
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CURRENT AND EVOLVING TREATMENTS FOR MCL: 
DISCUSSION HIGHLIGHTS (1/4)
> Experts are enthusiastic about CAR T-cell therapies for MCL, but it remains to be determined 

whether this treatment is curative, or whether subsequent maintenance therapy will be needed to 
sustain responses. Longer follow-up of current trials is needed
− Possible maintenance approaches could incorporate anti–PD-1 or anti-CD20 antibodies. Combination 

regimens may be useful to produce deeper and longer responses
− Production times associated with CAR T cells will be more critical in MCL than in other lymphoma 

subtypes, because the disease can rapidly progress. Strategies that use an alternative agent, such as a 
BTK inhibitor, to keep the disease under control while waiting for the CAR T cells to be produced may be 
necessary

− A trial is planned that will evaluate acalabrutinib in combination with CAR T-cell therapy as first-line 
treatment for patients with high-risk MCL

> There is also interest in the potential of combining a BTK inhibitor with a BCL2 inhibitor
> There is an urgent need for effective therapeutic approaches for blastoid disease. This will require 

identifying a treatment that establishes disease control first, followed by a strategy for long-term 
control
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CURRENT AND EVOLVING TREATMENTS FOR MCL: 
DISCUSSION HIGHLIGHTS (2/4)
> Clinicians and patients are willing to move faster than the evidence, and experts predict this will 

lead to the emergence of strategies that are only partially data-driven, such as the adoption of 
combination therapies
− It is likely that the use of targeted agents will increase in the first-line setting, and combinations of targeted 

agents for R/R disease

> Experts are optimistic about the potential utility of MRD testing in MCL. However, they noted that 
current therapies produce high rates of MRD-negativity, but these patients are still relapsing. For 
MRD testing to be useful in MCL, it will need to better discriminate between patients who will do 
well and those who will do poorly
− MRD-positivity is clearly a poor prognostic factor, but MRD-negativity does not appear to be strongly 

predictive. Kinetics may be a factor, and earlier achievement of MRD-negative status might provide more 
predictive power

− In the EA4151 trial comparing transplant vs no transplant, 77% of patients achieved MRD-negativity, but 
the percentage of patients who are doing well is lower

− Experts are also interested in the possibility of using MRD status as a surrogate for PFS because this could 
provide a faster read-out of results, but the correlation between MRD status and outcome will need to be 
proven through clinical trials
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CURRENT AND EVOLVING TREATMENTS FOR MCL: 
DISCUSSION HIGHLIGHTS (3/4)
> Regarding the ongoing SHINE trial that is comparing first-line BR with or without ibrutinib (given 

indefinitely until progression) in transplant-ineligible MCL, experts speculated that in the absence of 
an OS benefit, it would take a significantly large improvement in PFS, in the range of 2 years, for 
this trial to change practice and for clinicians to feel comfortable adopting this approach. However, 
some experts indicated they would consider using it if there were a 10%–15% improvement in PFS
− Balancing toxicity against benefit becomes even more important in the absence of an OS benefit, and this 

could be a challenge with ibrutinib considering potentially serious side effects such as atrial fibrillation and 
bleeding, particularly in older less-fit patients

− Results of this trial will be challenging to interpret since the control arm does not include a rituximab 
maintenance comparator

− There is also concern that early use of a BTK inhibitor may negatively change the biology of the disease 
and lead to more aggressive disease later. In addition, there is a fraction of patients who do well without 
maintenance therapy, and who could be treated successfully with ibrutinib upon relapse

− Experts also anticipate other therapeutic approaches to emerge for this population of patients, which could 
make the BR-ibrutinib approach less attractive
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CURRENT AND EVOLVING TREATMENTS FOR MCL: 
DISCUSSION HIGHLIGHTS (4/4)
> Experts are more willing to tolerate toxicities in patients with symptomatic aggressive disease that 

requires a rapid response than in more indolent disease. Similarly, they are willing to use more-toxic 
regimens in the first-line setting if they are shown to prolong time to next treatment, even if there is 
no OS benefit

> Better systems for risk stratification are needed. Experts noted that there are differences even 
within molecularly defined subsets – for example, tp53-mutated MCL that is not hyperproliferative is 
not the same as tp53-mutated with a blastoid phenotype

> Experts emphasized that data from trials in other types of lymphomas should not be extrapolated to 
MCL, which is a trickier, more heterogenous disease. Further, even trials in MCL may not apply to 
all subtypes within MCL, which each have distinct molecular drivers and may not respond equally to 
different therapies
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