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Meeting Snapshot

DATE: 
June 16, 2022

PANEL: Key experts in 
lymphoma
> 4 from US
> 4 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

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

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 4 US and 4 European Lymphoma Experts

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

Hematology and Medical Oncology 

Paolo Caimi, MD
Case Comprehensive 

Cancer Center Stefan Barta, MD, MS, 
MRCPCUK
Penn Medicine

Matthew Lunning, DO, FACP
University of Nebraska 
Medical Center

CHAIR: 
Brad Kahl, MD
Washington University 
School of Medicine

Olivier Tournilhac, MD, PhD 
Clermont-Ferrand University

John Gribben, MD, DSc, 
FRCP, FRCPath
Cancer Research UK Barts 
Centre

Georg Hess, MD
Johannes Gutenberg University



Meeting Agenda 
Time (EST/CEST) Topic Speaker/Moderator
9.00 AM – 9.05 AM/15.00 – 15.05 Welcome and Introductions Brad Kahl, MD 

9.05 AM – 9.15 AM/15.05 – 15.15 Advances in DLBCL/Aggressive B-Cell Lymphoma Matthew Lunning, DO, FACP 

9.15 AM – 9.40 AM/15.15 – 15.40 Discussion and Key Takeaways​ All

9.40 AM – 9.45 AM/15.40 – 15.45 Updates on T-Cell Lymphoma Stefan K. Barta, MD, MS, MRCPCUK 

9.45 AM – 10.00 AM/15.45 – 16.00 Discussion and Key Takeaways​ All

10.00 AM – 10.05 AM/16.00 – 16.05 Advances in FL Paolo Caimi, MD 

10.05 AM – 10.10 AM/16.05 – 16.10 Advances in MCL Georg Hess, MD

10.10 AM – 10.15 AM/16.10 – 16.15 Advances in MZL/Waldenström Macroglobulinemia Pier Luigi Zinzani, MD, PhD 

10.15 AM – 10.50 AM/16.15 – 16.50 Discussion and Key Takeaways​ All

10.50 AM – 11.00 AM/16.50 – 17.00 BREAK
11.00 AM – 11.10 AM/17.00 – 17.10 Evolving Therapies in CLL/SLL Olivier Tournilhac, MD, PhD 

11.10 AM – 11.30 AM/17.10 – 17.30 Discussion and Key Takeaways​ All

11.30 AM – 11.40 AM/17.30 – 17.40 Role of Fixed-Duration and MRD-Guided Strategies in CLL John Gribben, MD, DSc, FRCP 

11.40 AM – 11.55 AM/17.40 – 17.55 Discussion and Key Takeaways​ All

11.55 AM – 12.00 PM/17.55 – 18.00 Summary and Closing Remarks Brad Kahl, MD 



Congress Highlights



Glofitamab in patients with R/R DLBCL: Pivotal phase II expansion 
results and analysis of immune correlates
Dickinson M, et al. 2022, EHA S220; Piccione E, et al. 2022, EHA P1210

STUDY POPULATION
> Pts with DLBCL and at least 2 prior therapies

OUTCOME
> 154 patients with a median of 3 prior therapies (range, 2–7)

Efficacy
> ORR: 52%
> CR: 39%

– Duration of CR: 34.2 mo
> PFS: 4.9 mo
> OS: 11.5 mo

Safety 
> CRS

– Grade 1: 47%
– Grade 2: 12%
– Grade 3: 3%
– Grade 4: 1%

Immune Correlates
> High baseline B cells, CD4 cells, and effector memory cells were 

correlated with achieving a response with glofitamab

AUTHOR CONCLUSIONS
> Study met primary efficacy endpoint (CR, 39% vs historical rate of 20%) in heavily pretreated patients
> CR rates were similar in patients with prior CAR T therapy (35%)

Duration of CR



Subcutaneous epcoritamab + R-CHOP for first-line treatment of patients 
with high-risk diffuse large B-cell lymphoma: Phase 1/2 update
Clausen M, et al. 2022, EHA P1214

STUDY POPULATION
> Pts with newly diagnosed DLBCL and IPI ≥3

OUTCOME
> 33 patients reported, 30% with IPI 4/5

Efficacy (metabolic 
response)
> Overall: 100%
> Complete: 77%

Safety 
> CRS

– Grade 1: 27%
– Grade 2: 21%
– Grade 3: 3%

> All cases of CRS resolved at a 
median of 2 days (range, 1–11 days)

AUTHOR CONCLUSIONS
> The combination of epcoritamab with R-CHOP demonstrated a high rate of complete metabolic response in patients with high-risk DLBCL
> CRS was manageable and all cases resolved

Response Profile 



Zanubrutinib combined with R-CHOP in the treatment of newly diagnosed 
non-GCB DLBCL with extranodal involvement: A prospective phase II study
Li C, et al. 2022, EHA P1185

STUDY POPULATION
> Pts with newly diagnosed, non-GCB DLBCL with extranodal 

involvement

OUTCOME
> 20 patients treated; 12 evaluable for efficacy

Efficacy
> ORR/CR: 92%
> PFS: 10.2 mo
> OS: 10.7 mo

Safety 
> Grade 3/4 neutropenia: N = 11
> Grade 3/4 atrial fibrillation: N = 2

AUTHOR CONCLUSIONS
> Zanubrutinib can be safely added to R-CHOP in patients with newly diagnosed, non-GCB DLBCL with extranodal involvement

Efficacy and Survival of Patients Completing Treatment



Zanubrutinib, lenalidomide plus R-CHOP (ZR2-CHOP) as the first-line 
treatment for non-GCB DLBCL
Zhu H, et al. 2022, EHA P1219

STUDY POPULATION
> Pts with high-risk, non-GCB DLBCL and no prior therapy

OUTCOME
> 18 patients enrolled; 16 assessable

Efficacy
> ORR: 100%
> CR: 15 (94%) 

Grade 3/4 AEs
> Neutropenia: 44%
> Thrombocytopenia: 44%

AUTHOR CONCLUSIONS
> ZR2-CHOP yielded a high ORR in patients with high-risk, non-GCB DLBCL
> ctDNA clearance provides preliminary evidence of deep responses

ctDNA Clearance in a Patient With a TP53 Mutation



Initial safety run-in results of the phase III POLARGO trial: Polatuzumab 
vedotin plus rituximab, gemcitabine, and oxaliplatin in patients with 
relapsed/refractory diffuse large B-cell lymphoma
McMillan A, et al. 2022, EHA P1189

STUDY POPULATION
> Pts with R/R DLBCL and at least 1 prior systemic therapy and no 

planned ASCT

OUTCOME
> 15 patients in safety run-in phase
> Median of 1 prior line of therapy (range, 1–4 prior lines)

Overall Safety 
> Grade 3/4 AEs: 5 (33%)
> No grade 5 AEs
> 3 patients with AEs leading to 

discontinuation

Peripheral Neuropathy 
> Grade 1: 33%
> Grade 2: 20%
> No grade ≥3 PN

AUTHOR CONCLUSIONS
> Polatuzumab vedotin can be safely added to R-GemOx in patients with R/R DLBCL
> No cases of grade ≥3 peripheral neuropathy were observed

Peripheral Neuropathy With Pola–R-GemOx



A phase I/II study of golidocitinib, a selective JAK1 inhibitor, in refractory 
or relapsed peripheral T cell lymphoma
Kim W, et al. 2022, EHA S218

STUDY POPULATION
> Pts with R/R PTCL

OUTCOME
> 51 patients enrolled with a median of 2 prior therapies (range, 1–8 

therapies)

Efficacy
> ORR: 43%
> CR: 22%

Grade ≥3 AEs 
> Neutropenia: 29%
> Pneumonia: 12%

AUTHOR CONCLUSIONS
> Golidocitinib demonstrated promising efficacy in patients with heavily pretreated PTCL
> The adverse event profile was comparable with currently approved therapies

Reduction in Tumor Burden 



Duvelisib in patients with relapsed/refractory peripheral T-cell lymphoma 
from the phase 2 PRIMO trial: Updated expansion phase analysis
Zinzani P, et al. 2022, EHA P1172

STUDY POPULATION
> Pts with R/R PTCL

OUTCOME
> Analysis included 101 patients with a median of 3 prior therapies 

(range, 1–9 therapies)

Efficacy
> ORR: 49%
> CR: 34%
> DOR: 7.7 mo
> PFS: 3.6 mo

Safety 
> Grade ≥3 transaminase elevation: 23%
> Grade ≥3 infections: 10%
> Grade ≥3 cutaneous reactions: 9%
> 3 treatment-related deaths

AUTHOR CONCLUSIONS
> Efficacy of duvelisib in patients with R/R PTCL compares favorably with that of currently available therapies
> Toxicity was manageable, although there were 3 treatment-related TEAEs

Reduction in Tumor Burden 



Tislelizumab, a PD-1 inhibitor, for relapsed/refractory mature T- and NK-
cell neoplasms: Results from a phase 2 study
Bachy E, et al. 2022, EHA P1239

STUDY POPULATION
> Pts with R/R ENKTL, PTCL, or CTCL

OUTCOME
> 77 patients with a median of 2 prior regimens (range, 1–8 

regimens)

ORR/CR
> ENKTL: 32%/18% 
> PTCL: 20.5%/9%
> CTCL: 45.5%/9%

Immune-Mediated TEAEs 
> Grade ≥3 irAEs: 5%
> Hepatitis: 1%
> Hypothyroidism: 1%

AUTHOR CONCLUSIONS
> Efficacy with PD-1 blockade was demonstrated in R/R T-cell lymphoma, particularly CTCL
> Treatment was well tolerated

DOR in PTCL-NOS 



Preliminary analysis of the phase II study using tolinapant (ASTX660) 
monotherapy in 98 PTCL and 51 CTCL subjects with R/R disease
Michot J, et al. 2022, EHA S217

STUDY POPULATION
> Pts with R/R PTCL or CTCL and at least 2 prior systemic 

therapies

OUTCOME
> PTCL, n = 99; CTCL, n = 51

Efficacy
> PTCL

– ORR: 23%
– CR: 9%

> CTCL
– ORR: 28%
– CR: 4%

Grade ≥3 AEs
> Lipase increase: 15%
> Rash: 11%

AUTHOR CONCLUSIONS
> Tolinapant demonstrated single-agent activity in patients with R/R PTCL and CTCL
> Key adverse events included rash and lipase increases

Responses in Patients With PTCL 



Zanubrutinib + obinutuzumab vs obinutuzumab monotherapy in patients 
with relapsed or refractory follicular lymphoma: Primary analysis of the 
phase 2 randomized ROSEWOOD trial
Zinzani P, et al. 2022, EHA S205

STUDY POPULATION
> Pts with R/R FL and at least 2 prior systemic therapies, including 

an anti-CD20 antibody and alkylating agent

OUTCOME
> 217 patients randomized 2:1 to receive combination therapy or 

single-agent obinutuzumab; median 3 prior lines of therapy

Efficacy (combo vs obin)
> ORR: 68% vs 46%; P = .0017
> CR: 37% vs 19%; P = .0083
> OS: Medians not reached; 

HR, 0.44; P = .0177

Grade ≥3 TEAEs 
> Atrial fibrillation: 1% vs 0
> Hypertension: 1% vs 1%
> Hemorrhage: 1% vs 0

AUTHOR CONCLUSIONS
> ROSEWOOD met the primary endpoint of ORR with the combination of zanubrutinib-obinutuzumab
> An OS advantage was observed with the combination regimen compared with single-agent obinutuzumab
> The safety of the combination was comparable with the control arm of obinutuzumab

Overall Survival



Obinutuzumab plus chemotherapy demonstrates long-term benefit over 
rituximab plus chemotherapy in patients with previously untreated 
follicular lymphoma: Final analysis of the GALLIUM study
Townsend W, et al. 2022, EHA S206

STUDY POPULATION
> Pts with previously untreated FL

OUTCOME
> 1,202 patients randomized; median follow-up of 7.9 years

Efficacy (G-chemo vs R-chemo)
> 7-yr PFS: 63% vs 56%; 

HR, 0.77; P = .006 
> 7-yr freedom from next line of 

lymphoma treatment: 74% vs 
65%; HR, 0.71; P = .001

> OS similar between the 2 arms

Grade ≥3 AEs (follow-up 
phase) 
> Infections: 9% vs 6%
> Neutropenia: 3.5% vs 2%

AUTHOR CONCLUSIONS
> Obinutuzumab with chemotherapy demonstrated superior PFS and time to next lymphoma therapy compared with rituximab plus 

chemotherapy; no difference in OS was observed
> Long-term analysis did not reveal new safety signals

PFS per Investigators (primary endpoint)



Primary results from the phase 3 SHINE study of ibrutinib in combination 
with bendamustine-rituximab (BR) and R maintenance as a first-line 
treatment for older patients with mantle-cell lymphoma
Wang M, et al. 2022, EHA S209

STUDY POPULATION
> Pts with previously untreated MCL

OUTCOME
> 523 patients randomized

Efficacy (I + BR vs Pbo + BR)
> PFS: 80.6 mo vs 52.9 mo; 

HR, 0.75; P = .011
> TTNT: HR, 0.48
> OS: Median not reached; 

HR, 1.07

Grade 3/4 TEAEs 
> Bleeding: 3.5% vs 1.5%
> Atrial fibrillation: 4% vs 1%
> Hypertension: 8.5% vs 6%

AUTHOR CONCLUSIONS
> The addition of ibrutinib to BR and R maintenance significantly improved PFS in patients with newly diagnosed MCL; OS was similar between 

the 2 treatment arms
> BTK inhibitor-associated AEs were elevated in the ibrutinib-BR arm

PFS (primary endpoint)



Acalabrutinib in patients with relapsed/refractory (R/R) marginal zone 
lymphoma (MZL): Results of a phase 2, multicenter, open-label trial
Strati P, et al. 2022, EHA P1129

STUDY POPULATION
> Pts with MZL and at least 1 prior therapy, including 1 anti-CD20 

therapy

OUTCOME
> 43 patients with a median of 1 prior regimen (range, 1–4 

regimens)

Efficacy
> ORR: 52.5%
> CR: 12.5%
> 12-mo DOR: 76%
> 12-mo OS: 91%

Grade ≥3 AEs 
> Infections: 7%
> Bleeding: 0
> Atrial fibrillation: 0

AUTHOR CONCLUSIONS
> Single-agent acalabrutinib yielded responses in ~50% of patients with R/R MZL
> Therapy was well tolerated with respect to BTK inhibitor toxicity

Reduction in Tumor Burden 



Zanubrutinib in older patients with relapsed/refractory marginal zone 
lymphoma: Subgroup analysis of the MAGNOLIA study
Opat S, et al. 2022, EHA P1162

STUDY POPULATION
> Pts with R/R MZL and at least 1 CD20-directed regimen

OUTCOME
> Of 68 patients, 40 patients were age ≥65 years
> Median age, 75 years; median 2 prior lines of therapy

Efficacy
> ORR: 75%
> CR: 25%
> 12-mo DOR: 93% 

Grade ≥3 AEs
> Infection: 12.5%
> Atrial fibrillation: 2.5%
> Hypertension: 2.5%
> Hemorrhage: 0

AUTHOR CONCLUSIONS
> Single-agent zanubrutinib yielded responses in 75% of patients aged ≥65 years with R/R MZL
> Atrial fibrillation and hypertension occurred, but did not result in treatment withdrawal

Reduction in Tumor Burden 



ASPEN: Long-term follow-up results of a phase 3 randomized trial of 
zanubrutinib vs ibrutinib in patients with Waldenström macroglobulinemia 
Dimopoulos M, et al. 2022, EHA P1161

STUDY POPULATION
> Pts with WM requiring therapy

OUTCOME
> 201 patients with mutated MYD88

Efficacy
> With 44.1 months follow-up, the 

CR + VGPR rate was higher 
with zanubrutinib (36% vs 25%)

> 2-yr OS was 87.5% vs 85%, 
respectively

Grade ≥3 AEs (Z vs I)
> Atrial fibrillation: 2% vs 6%
> Hypertension: 10% vs 19% 

AUTHOR CONCLUSIONS
> Although no significant difference in CR + VGPR was observed between zanubrutinib and ibrutinib at the primary analysis, with long-term 

follow-up a trend toward deeper responses with zanubrutinib was observed
> The safety profile of zanubrutinib was favorable, similar to that of ibrutinib

Responses Over Time in MYD88MUT (primary endpoint)



Long term outcomes of IFCG regimen for first line treatment of patients 
with CLL with mutated IGHV and without del(17P)/TP53 mutation
Jain N, et al. 2022, EHA S149

STUDY POPULATION
> Pts with previously untreated CLL and mutated IGHV; no del(17p) 

or TP53 mutation

OUTCOME
> 45 patients enrolled; median follow-up of 59.6 months

Efficacy
> 5-yr PFS: 98%
> BM U-MRD4: 98%

Safety 
> 1 pt developed MDS

AUTHOR CONCLUSIONS
> Patients with mutated IGHV achieved a high rate of U-MRD with IFCG
> Long-term safety, including MDS, remains to be determined

PFS and OS



Patient-reported outcomes from a phase 3 randomized study of 
zanubrutinib versus bendamustine plus rituximab in patients with 
treatment-naïve CLL/SLL
Ghia P, et al. 2022, EHA P662

STUDY POPULATION
> Pts with treatment-naive CLL/SLL (SEQUOIA trial)

OUTCOME
> PRO data from 479 patients 

Efficacy
> EORTC QLQ-C30 results showed improvement in GHS, physical 

function, and role function with zanubrutinib
> Symptoms, particularly fatigue, were improved with zanubrutinib

AUTHOR CONCLUSIONS
> Zanubrutinib was associated with better improvements in QOL compared with BR at weeks 12 and 24
> Given the similar OS between the zanubrutinib and BR arms, these QOL data may demonstrate additional benefit beyond PFS with 

zanubrutinib in patients with newly diagnosed CLL/SLL 

Improvement in QOL at Week 24



Acalabrutinib ± obinutuzumab vs obinutuzumab + chlorambucil in 
treatment-naive chronic lymphocytic leukemia: 5-year follow-up of 
ELEVATE-TN
Sharman J, et al. 2022, EHA P666

STUDY POPULATION
> Pts with treatment-naive CLL

OUTCOME
> 535 patients randomized with a median of 58.2 months follow-up

Efficacy
> 5-yr PFS

– Acala-Obinu: 84%
– Acala: 72%
– Obinu-Clb: 21%

> 5-yr OS
– Acala-Obinu: 90%
– Acala: 84%
– Obinu-Clb: 82%

Safety 
> Grade ≥3 atrial fibrillation

– Acala-Obinu: 1%
– Acala: 1%
– Obinu-Clb: 0 

AUTHOR CONCLUSIONS
> With long-term follow-up, the combination of acalabrutinib-obinutuzumab demonstrated superior PFS compared with acalabrutinib alone; a 

trend toward improved OS was observed
> Safety data were similar to those of interim findings

PFS per Investigators



Acalabrutinib vs rituximab plus idelalisib or bendamustine in 
relapsed/refractory chronic lymphocytic leukemia: ASCEND results at ~4 
years of follow-up
Ghia P, et al. 2022, EHA P668

STUDY POPULATION
> Pts with R/R CLL

OUTCOME
> 310 patients randomized; median of 2 prior therapies 

(range, 1–10 therapies)

Efficacy (Acala vs Idela-R or BR)
> 42-mo PFS: 62% vs 19%
> 42-mo OS: 78% vs 65%

Grade ≥3 AEs (Acalabrutinib)
> Atrial fibrillation: 1%
> Hemorrhage: 3%
> Hypertension: 5%

AUTHOR CONCLUSIONS
> Long-term data continue to show benefit with acalabrutinib compared with SOC (significant PFS; trend for OS)
> Fewer patients discontinued therapy due to AEs with acalabrutinib compared with Idela-R

PFS (primary endpoint)



Venetoclax-obinutuzumab for previously untreated chronic lymphocytic 
leukemia: 5-year results of the randomized CLL14 study
Al-Sawaf O, et al. 2022, EHA S148

STUDY POPULATION
> Pts with previously untreated CLL and coexisting medical 

conditions

OUTCOME (Ven-O vs Chl-O)
> 432 patients randomized

Efficacy
> 5-yr PFS: 63% vs 27%
> 5-yr TTNT: 72% vs 43%
> 5-yr OS: 82% vs 77%

Grade ≥3 AEs After Treatment 
> Neutropenia: 4% vs 2%
> Pneumonia: 3% vs 1%
> TLS 0 vs 0

AUTHOR CONCLUSIONS
> With ~4 years of follow-up after treatment cessation, 63% of patients receiving fixed-duration venetoclax-obinutuzumab remained free of PFS events
> Benefit was also observed in patients with unmutated IGHV or TP53 mutations
> No new safety signals were observed

PFS (primary endpoint)



The combination of ibrutinib plus venetoclax results in a high rate of 
MRD negativity in previously untreated CLL: The results of the planned 
interim analysis of the phase III NCRI FLAIR trial
Hillmen P, et al. 2022, EHA S145

STUDY POPULATION
> Pts with previously untreated CLL requiring therapy

OUTCOME
> 274 patients randomized to I-V vs I

Efficacy
> MRD negativity (10-4) at 2 years

– Blood: 71% vs 0
– Marrow: 65% vs 0

Safety 
> Grade ≥3 WBC decrease: 

27% vs 5%
> CRS (laboratory): 4% vs 0
> No clinical TLS

AUTHOR CONCLUSIONS
> At 2 years, ibrutinib-venetoclax yielded a superior rate of MRD-negative remissions compared with single-agent ibrutinib
> The addition of venetoclax did not result in cases of clinical TLS

MRD Negativity at 2 Years



Fixed-duration ibrutinib + venetoclax for first-line treatment of chronic 
lymphocytic leukemia/small lymphocytic lymphoma: 3-year follow-up 
from the phase 2 CAPTIVATE study FD cohort
Moreno C, et al. 2022, EHA P669

STUDY POPULATION
> Pts with previously untreated CLL/SLL requiring therapy

OUTCOME
> 159 patients with a median of 38.7 months follow-up

Efficacy
> CR: 57%
> 36-mo PFS: 88%
> 36-mo OS: 98%

Safety 
> Grade 3/4 neutropenia: 32%
> Grade 3 diarrhea: 3%

AUTHOR CONCLUSIONS
> With ~40 months median follow-up, fixed-duration ibrutinib-venetoclax demonstrated continued deep and durable responses
> Most AEs were mild and resolved rapidly

Best Response to Ibrutinib-Venetoclax



Key Insights



Advances in DLBCL/Aggressive B-Cell Lymphoma (1/2)

Expert opinion is that the most impactful data in DLBCL at EHA 2022 came from trials of bispecific antibodies and next-generation BTK 
inhibitors
> Epcoritamab + R-CHOP in first-line, high-risk DLBCL (#P1214)

– The experts are impressed by the rate of metabolic CRs with this regimen
– However, it is thought that the schedule of epcoritamab is a challenge, with initial weekly administration and then 1 year of maintenance; 

given that more than half of patients are cured with R-CHOP alone, expert opinion is that a schedule with epcoritamab stopping at the 
end of R-CHOP should be explored

> Epcoritamab in relapsed/refractory LBCL (#LB2364)
– Expert opinion is that this large study showed impressive safety data, with 

subcutaneous administration contributing to this profile 
– The experts are enthusiastic regarding the investigation of ctDNA as a biomarker
– Since approximately one-third of the patients did not respond, the experts 

proposed that ctDNA levels during therapy might be explored as a means to 
differentiate between patients who can stop treatment and patients who may 
need to switch therapies; this may be more effective than a pre-therapy 
biomarker

– Another expert commented that the dose intensity of epcoritamab as a single 
agent was insufficient, which may have contributed to some of the patients 
experiencing PD

Dr Kahl:
One of the things that struck me was the 
impressiveness of the glofitamab data; 
my initial thought is that looks good 
enough to get single-agent approval.

“ “



Advances in DLBCL/Aggressive B-Cell Lymphoma (2/2)

> Glofitamab in relapsed/refractory DLBCL (#S220)
– These data are seen by the experts as impressive and good enough for approval as a single agent
– Expert opinion is that the fixed-duration schedule is appealing
– Efficacy data from this trial are seen by the experts as similar to those of CAR T cells; if bispecific agents become widely used in the 

third-line setting, the experts are concerned with how these T-cell–engaging agents would affect the success of CAR T-cell 
manufacturing in subsequent lines of therapy

– The experts are also concerned that community physicians may omit the obinutuzumab pre-therapy step; since this is important for the 
safety of the regimen, it is thought by experts that education will be necessary to ensure pre-treatment with obinutuzumab is 
administered

– The experts are interested in biomarker analysis such as the one reported for glofitamab (cf #P1210); however, it is thought that this 
would be of particular use for agents that have a lower response rate

> Zanubrutinib combinations in first-line, non-GCB DLBCL (#P1185, P1219)
– Zanubrutinib is regarded as having a favorable safety profile compared with ibrutinib or acalabrutinib

Expert opinion is that the combination of polatuzumab vedotin with R-GemOx met its safety endpoint, with no peripheral neuropathy of 
grade ≥3

Overall, the experts think it is time to carry out randomized trials to compare the different new agents and to investigate the optimal 
sequence of agents 
> However, there is concern that the DLBCL population is being divided into several subgroups (eg, non-GCB, patients with extranodal 

involvement) to enrich for patients who may respond better to specific agents; one of the experts is concerned that it may be difficult to accrue 
patients to large, randomized trials if the available population is limited



Updates on T-Cell Lymphoma 

The experts are enthusiastic about the number of new classes of agents for patients with T-cell lymphoma (TCL)
> One of the experts pointed out that the previous generation of agents approved for relapsed/refractory TCL had response rates of ~30%; in 

contrast, new agents aimed at a wide range of targets (eg, PI3K, JAK1, EZH1/2) are showing response rates of ~50%
> Expert opinion is that these new agents will form the basis of new standards of care in TCL

Expert opinion is that the safety profile of new agents is also encouraging, even 
for agents such as PI3K inhibitors, which have been associated with 
gastrointestinal toxicity in other hematologic malignancies

Since these new agents target different signaling pathways, the experts 
recommended determining how these pathways interact in order to design 
rational combinations

Additionally, the experts stressed the need to determine selective biomarkers for 
these new agents

Dr Barta:
We have new agents that have increased our 
response rate to around 50%; they all target 
different pathways. I think these drugs are 
here to stay, and they will hopefully become 
the new standard of care.

“ “



Advances in FL, MCL, MZL, WM (1/2)
Follicular Lymphoma (FL)
> The experts think the ROSEWOOD trial of zanubrutinib-obinutuzumab vs obinutuzumab in relapsed/refractory FL was unexpectedly positive, 

given the historic lack of success of BTK inhibition in FL
> One point of concern mentioned by the experts is the comparator arm consisting of single-agent obinutuzumab, which may be a weak

reference regimen
> The combination of zanubrutinib-obinutuzumab is viewed by experts as well tolerated and more efficacious than the R2 regimen; this 

combination can also provide an option for patients who cannot access PI3K inhibitors or CAR T cells
> One of the experts proposed examining the effect of CARD11 mutations in this combination, as has been done previously with ibrutinib; in 

general, it is thought that the indolent nature of FL would allow for comprehensive genomic analysis to be carried out
> Expert opinion is that direct comparisons of new agents and strategies are needed in FL, given the increasing number of treatment options 

and the difficulty in cross-trial comparisons

Marginal Zone Lymphoma (MZL)
> The experts think zanubrutinib had the best data of the new agents in MZL, particularly 

regarding the adverse event profile

Waldenström Macroglobulinemia (WM)
> Expert opinion is that zanubrutinib is now the BTK inhibitor of choice in patients with 

WM; the ASPEN trial showed an increase in efficacy with zanubrutinib compared with 
ibrutinib, and showed less atrial fibrillation, hypertension, and diarrhea 

Dr Hess:
BR with R maintenance is an excellent 
treatment [in MCL], and in individual 
patients the addition of ibrutinib might 
be beneficial.

“ “



Advances in FL, MCL, MZL, WM (2/2)
Mantle Cell Lymphoma (MCL)
> Expert opinion is that the SHINE study adding ibrutinib or placebo to BR and rituximab maintenance in patients with previously untreated MCL 

created a new treatment option, although not a new overall SOC
– The improvement in PFS of ~28 months in an elderly population is seen as notable
– However, there was no difference in OS; expert opinion is that QOL data would be informative
– Additionally, the continued ibrutinib maintenance is seen by the experts as leading to increased toxicity (noting that when the trial was 

designed, there was concern that stopping maintenance ibrutinib would lead to relapse)
– Furthermore, the experts think the control arm without ibrutinib yielded impressive results, and would be suitable for very elderly patients
– Expert opinion is that this regimen is worth discussing with patients, although they would not present SHINE as the only approach
– One of the experts suggested that next-generation BTK inhibitors such as zanubrutinib might be as efficacious as current 

targeted/chemotherapy combinations; the experts also look forward to results from an ongoing trial similar to SHINE, but investigating 
acalabrutinib (ACE-LY-308)

> The experts are interested in approaches that allow for a break from treatment after initial therapy



Evolving Therapies in CLL/SLL

Expert opinion is that for patients with CLL and mutated IGHV, approaches with chemotherapy such as IFCG (ibrutinib, fludarabine, 
cyclophosphamide, obinutuzumab) may yield good long-term outcomes, but that good outcomes can be achieved with less toxic 
regimens, especially given the long-term risk of MDS with an FCR-type regimen

The experts have differing views on the long-term follow-up data from ELEVATE-TN
> On one hand, the PFS data are seen as favoring the addition of obinutuzumab to 

acalabrutinib
> On the other hand, one of the experts mentioned that the OS was not significantly 

improved with the addition of obinutuzumab, and that obinutuzumab may reduce the 
efficacy of COVID-19 vaccination

– Expert opinion is that long-term QOL analyses may help select between agents 
with similar OS results

The experts prefer acalabrutinib as the first-line BTK inhibitor in CLL
> However, the experts do not switch patients who are currently tolerating ibrutinib 

therapy well

Dr Tournilhac:
My opinion is that we need [PRO] 
studies to explain why we are giving 
these treatments when there is no 
clear impact on long-term OS.

“ “



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

Expert opinion is that fixed-duration combination regimens will play a part in the treatment of CLL patients, although it may be possible 
that certain patients, such as those with high-risk disease, may require continuous therapy

Currently, for first-line therapy of a patient with CLL and without del(17p), the 
experts prefer a BTK inhibitor over venetoclax-obinutuzumab; however, this may 
change once limited-duration therapy with ibrutinib-venetoclax becomes available, 
on the basis of  the GLOW and CAPTIVATE studies

Minimal/measurable residual disease (MRD) assessment is seen by the experts as 
intriguing, but more data are needed before MRD-guided therapy is implemented in 
routine clinical practice

Dr Gribben:
The ibrutinib-venetoclax data are 
standing up to expectations; we will 
see this licensed and available. 

“ “
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