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Meeting Snapshot

DATE: 
December 17, 2021

PANEL: Key experts in 
lymphoma
> 4 from US
> 3 from Europe

SELECTED ASH 
ABSTRACT 
PRESENTATIONS by 
key experts

LYMPHOMA-SPECIFIC 
DISCUSSIONS on latest 
research updates, therapeutic 
advances, and their 
application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHT REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 4 US and 3 European Lymphoma Experts 

CHAIR: 
Brad Kahl, MD

Washington University 
School of Medicine

Matthew Lunning, DO, FACP
University of Nebraska 
Medical Center

John N. Allan, MD 
Weill Cornell Medicine

Stefan Barta, MD, 
MS, MRCPCUK
Penn Medicine

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

Hematology and Medical Oncology 

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

Olivier Tournilhac, MD, PhD 
Clermont Auvergne University
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Meeting Agenda
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Time (EST) Topic Speaker/Moderator
1.30 PM – 1.35 PM Welcome and Introductions Brad Kahl, MD

1.35 PM – 1.50 PM Advances in DLBCL/Aggressive B-Cell Lymphoma Matthew Lunning, DO, FACP

1.50 PM – 2.15 PM Discussion and Key Takeaways All
Moderator: Brad Kahl, MD

2.15 PM – 2.25 PM Advances in CAR T John N. Allan, MD 

2.25 PM – 2.50 PM Discussion and Key Takeaways All
Moderator: Brad Kahl, MD

2.50 PM – 3.00 PM Advances in FL Olivier Tournilhac, MD, PhD 

3.00 PM – 3.10 PM Advances in MCL and MZL Pier Luigi Zinzani, MD, PhD 

3.10 PM – 3.35 PM Discussion and Key Takeaways All
Moderator: Brad Kahl, MD

3.35 PM – 3.45 PM Break

3.45 PM – 3.55 PM Evolving Use of BTK Inhibitors in CLL John Gribben, MD, DSc, FRCP, FRCPath

3.55 PM – 4.20 PM Discussion and Key Takeaways All
Moderator: Brad Kahl, MD

4.20 PM – 4.30 PM Role of Fixed-Duration and MRD-Guided Strategies in CLL Stefan K. Barta, MD, MS, MRCPCUK

4.30 PM – 4.55 PM Discussion and Key Takeaways All
Moderator: Brad Kahl, MD

4.55 PM – 5.00 PM Wrap-up and Close Brad Kahl, MD



Advances in 
DLBCL/Aggressive B-Cell 
Lymphoma
Congress Highlights From ASH 2021



Phase III POLARIX: Pola–R-CHP vs R-CHOP in Patients With Previously 
Untreated DLBCL
Tilly H, et al. 2021, ASH #LBA-1

STUDY POPULATION

CONCLUSIONS
Small but significant PFS improvement (2-year PFS rate was 76.7% [95% CI: 72.7–80.8] with 
pola–R-CHP vs 70.2% [95% CI: 65.8–74.6] with R-CHOP)

EFFICACY

SAFETY
> Comparable safety for pola–R-CHP vs R-CHOP

> Grade 3–4 AEs (57.7% vs 57.5%), serious AEs (34.0% vs 30.6%), 
deaths (3.0% vs 2.3%), and AEs leading to dose reduction (9.2% vs 
13.0%)



Phase II LOTIS-3: Planned Interim Analysis of Loncastuximab Tesirine 
Plus Ibrutinib in Patients With Advanced DLBCL
Carlo-Stella C, et al. 2021, ASH #54

STUDY POPULATION
> Patients with R/R DLBCL, measurable disease (per 

2014 Lugano classification), and ECOG PS 0–2
> As of April 21, 2021, 35 patients with DLBCL were 

analyzed
> Non-GCB DLBCL (n=22), GCB DLBCL (n=13)

CONCLUSIONS
At the doses tested, treatment with loncastuximab tesirine plus ibrutinib showed 
encouraging antitumor activity and a manageable safety profile in patients with R/R 
DLBCL

EFFICACY

SAFETY
> 16 patients (45.7%) in the overall DLBCL cohort had ≥3 TEAEs



RE-MIND2: Observational, Retrospective Cohort Study of Systemic 
Therapies for R/R DLBCL 
Nowakowski GS, et al. 2021, ASH #183

BACKGROUND

> In the absence of randomized clinical trial data, RE-MIND2 (NCT04697160) compared patient outcomes from L-MIND (single-arm, phase II study of tafasitamab plus 
lenalidomide in R/R DLBCL; NCT02399085) with matched patient populations treated with NCCN/ESMO-recommended therapies for ASCT-ineligible patients with 
R/R DLBCL

CONCLUSIONS

• Tafasitamab plus lenalidomide improved survival outcomes compared 
with pola-BR and R2 in closely matched patient populations

• Comparable outcomes were observed for tafasitamab plus 
lenalidomide vs CAR T

STUDY POPULATION AND METHODS

> Histologically confirmed DLBCL; ≥2 systemic therapies for DLBCL (including ≥1 anti-CD20 therapy) 
> Patients from the L-MIND tafasitamab plus lenalidomide cohort were matched with patients from the RE-MIND2 observational cohort using estimated propensity 

score-based 1:1 nearest neighbor matching, balanced for several baseline characteristics including age (<70 vs ≥70 years), refractoriness to last line of therapy (yes 
vs no), number of prior lines of therapy (1 vs 2/3), history of primary refractoriness (yes vs no), prior ASCT (yes vs no), and ECOG PS (0–1 vs ≥2)

EFFICACY

> Tafasitamab plus lenalidomide (n=33) vs R2 (n=33)
> Median OS: 24.6 mo vs 7.4 mo

> Tafasitamab plus lenalidomide (n=24) vs Pola-BR (n=24)
> Median OS: 20.1 mo vs 7.2 mo

> Tafasitamab plus lenalidomide (n=37) vs CAR T (n=37)
> Median OS: 22.5 mo vs 15.0 mo

Median OS



Phase II: R2 as Frontline Chemo-Free Therapy for Elderly, Frail Patients 
With DLBCL
Gini G, et al. 2021, ASH #305

STUDY POPULATION
> Previously untreated DLBCL, ≥70 years, and defined as frail 

according to simplified comprehensive geriatric assessment

OUTCOME
> From August 2018 to June 2021, 68 patients with newly diagnosed frail DLBCL were enrolled in 18 Italian centers

> Median age: 83 years (range 70–91)
> 73% stage III/IV; 57% high-risk IPI (ie, 3–5 risk factors)

> The planned 6 courses of R2 were completed in 36 patients (56%)

Efficacy
> ORR: 41%

> 13 patients achieved CR and 13 PR
> After a median FU of 17 months

> 12-month PFS: 55% (95% CI: 42–66)
> 12-month OS: 69% (95% CI: 56–79)

> The duration of remission at 12 months was 72%

Safety 
> The rate of grade 3–4 AEs was higher than the highest allowed 

limit of 28

CONCLUSIONS
• High discontinuation rates 
• High rate of grade 3–4 AEs

DOSING
> Lenalidomide (20 mg on days 1 to 21) with rituximab × 6 cycles
> If PR/CR, may continue lenalidomide 10 mg on days 1 to 21 every 

28 days, until cycle 12



Phase II KEYNOTE-170: Final Analysis of Pembrolizumab in R/R PMBCL
Zinzani PL, et al. 2021, ASH #306

STUDY POPULATION
> Patients with R/R PMBCL who progressed after or were ineligible for ASCT and received ≥2 prior therapies 

EFFICACY
> Median duration of FU was 48.7 mo 

CONCLUSIONS
Treatment with pembrolizumab monotherapy continued to demonstrate sustained 
antitumor activity, with a trend in PFS and OS for long-term survival

SAFETY
> AEs of any grade: 56.6%

> Grade 3–4: 22.6%; no deaths



Phase II/III Alliance A051701: DA-EPOCH-R ± Venetoclax in Previously 
Untreated Double-Hit Lymphoma
Abramson JS, et al. 2021, ASH #523

STUDY POPULATION
> Newly diagnosed double-hit lymphoma (N=73)

OUTCOMES
> Treatment discontinuation due to AE: 7% (DA-EPOCH-R) vs 11% (DA-EPOCH-R plus venetoclax)
> 6 deaths on DA-EPOCH-R plus venetoclax (4 sepsis, 2 cardiac arrest)

CONCLUSIONS
The observation of excess deaths with DA-EPOCH-R plus venetoclax prompted early discontinuation of accrual and venetoclax treatment for the 
study cohort



Phase II: Acalabrutinib Window Prior to Frontline Therapy in Untreated Aggressive B-Cell 
Lymphoma – Preliminary Results and Correlatives of Response to Acalabrutinib
Roschewski M, et al. 2021, ASH #524

STUDY POPULATION AND METHODS
> Patients with untreated aggressive B-cell 

lymphoma
> Patients with PMBL, unmeasurable lesions, or 

active CNS disease were excluded

CONCLUSIONS
Acalabrutinib prior to frontline therapy has activity in GCB, non-GCB, and HGBL-DH, confirmed by gene expression profiling

EFFICACY

SAFETY
> Toxicity across 156 cycles was mostly hematologic
> No increase in infections, atrial fibrillation, or bleeding was observed in patients treated with acalabrutinib



Phase Ib/II: Preliminary Analysis of Glofitamab Plus Polatuzumab Vedotin 
in R/R DLBCL 
Hutchings M, et al. 2021, ASH #525

STUDY POPULATION AND METHODS
> As of June 10, 2021, 44 patients with R/R DLBCL were 

treated with ≥1 cycle
> Median FU: 3.2 mo
> Median prior lines: 2 (range 1–5)

> RP2D was 2.5/10/30 mg

SAFETY
> CRS: 55% 

> Grade 1 (n=18), grade 2 (n=7), no grade ≥3

CONCLUSIONS
Tolerable safety and encouraging preliminary efficacy 

EFFICACY
> ORR: 73%
> CR: 46%



Phase II: Naratuximab Emtansine Plus Rituximab in DLBCL and Other NHL
Levy MY, et al. 2021, ASH #526

STUDY POPULATION
> Patients with R/R B-NHL who were not 

candidates for SCT
> 1–6 prior lines of treatment

> 100 patients were enrolled
> 80 DLBCL, 14 FL, 6 MCL

METHODS

CONCLUSIONS
The combination resulted in good OR and CR rates, durable responses, and a manageable safety profile

EFFICACY

SAFETY
> Grade ≥3 AEs: 81%

> Most common being neutropenia (54%), leukopenia (19%), lymphopenia (17%), and 
thrombocytopenia (12%)



Phase II/III UNITY-NHL Cohort: Umbralisib and Ublituximab ±
Bendamustine in R/R DLBCL
Burke JM, et al. 2021, ASH #527

STUDY POPULATION
> 226 patients with DLBCL were enrolled 

as follows
> Umbralisib monotherapy (n=30)
> Umbralisib plus ublituximab (n=66)
> Umbralisib plus ublituximab plus 

bendamustine (n=130)
> Median age: 72 years (range 32–95)
> 64% had stage III or IV disease
> 58% were refractory to their immediate 

prior therapy 
> Median number of prior therapies: 2 

(range 1–8)

CONCLUSIONS
• The triplet regimen was active and well tolerated in patients with R/R DLBCL who were unsuitable for transplant or who had relapsed 

following ASCT
• Umbralisib ± ublituximab was also well tolerated but resulted in lower ORR than in the triplet cohort

EFFICACY

SAFETY
> AEs were similar across the cohorts, with the exception of hematologic AEs, which were increased in patients receiving bendamustine



Phase Ib/II: Updated Results of Mosunetuzumab Plus Polatuzumab 
Vedotin in R/R Aggressive B-Cell NHL
Budde LE, et al. 2021, ASH #533

STUDY POPULATION AND METHODS
> The dose-expansion cohort enrolled patients with R/R 

aggressive B-NHL, including those with DLBCL, 
transformed FL, and grade 3B FL

> As of March 15, 2021, 63 patients had been enrolled
> Dose-escalation cohorts: 22 patients
> Dose-expansion cohort: 41 patients (enrollment ongoing)

CONCLUSIONS
Mosunetuzumab plus polatuzumab vedotin shows 
promising efficacy and favorable safety in patients with 
heavily pretreated R/R aggressive B-NHL

SAFETY
> CRS (any grade): 17.5%

> Grade 1 (15.9%), grade 2 (1.6%), grade 3 (0)
> Median time to first CRS onset: 10 days (range 1–23)
> Median CRS duration: 1 day (range 1–4)

EFFICACY



Advances in 
DLBCL/Aggressive B-Cell 
Lymphoma
Key Insights



Key Takeaways: Advances in DLBCL/Aggressive B-Cell 
Lymphoma
Polatuzumab vedotin advances into early therapy

LBA-1: The POLARIX Study – Pola–R-CHP vs R-CHOP therapy in patients with previously untreated DLBCL (Tilly H, et al)
> Despite showing only small PFS improvement, experts believe these results support the use of pola–R-CHP as new SOC in the initial 

management of patients with DLBCL. With OS results pending, however, approval and reimbursement of this new drug combination may be 
an issue, particularly in Europe

> Experts also raised cost concerns, but noted these may be offset by the potential reduction in downstream use of more-expensive therapies, 
as results show that patients who received pola–R-CHP were less likely to need additional treatment compared with those receiving R-
CHOP

> Lastly, one expert noted that polatuzumab-induced neurotoxicity may sway physicians to preferentially use R-CHOP over pola–R-CHP, as 
even low-grade events can significantly impact patients’ QOL

Dr Gribben:
There is a concern that, at least in some countries in Europe, it’s not going to hit the bar in terms of getting approval, and I’d hate to 
see us getting into a situation where we’ve got a different standard of care in the US than in Europe, in terms of planning for studies 
going forward.

“ “

Dr Kahl:
Although POLARIX didn’t show an overall survival difference, it does look like you’re curing about 5–6% more patients in absolute 
terms, without increasing toxicity, and for that reason alone, I am assuming R-CHOP plus pola, once approved, will become the new 
standard in most countries.

“ “



Key Takeaways: Advances in DLBCL/Aggressive B-Cell 
Lymphoma
Other studies in the newly diagnosed space did not impact current treatment practices

#305: R2 as frontline chemo-free therapy for elderly, frail patients with DLBCL. A phase II study of 
the Fondazione Italiana Linfomi (FIL) (Gini G, et al)
> Results indicate potential efficacy and safety issues with this regimen, as the planned 6 courses of R2 

were completed by only 56% of patients, and the rate of grade 3–4 AEs was higher than the highest 
allowed limit of 28 as specified by the protocol

#523: Randomized phase II/III study of DA-EPOCH-R ± venetoclax in previously untreated double-hit 
lymphoma: Initial results from Alliance A051701 (Abramson JS, et al)
> The study was discontinued early due to excess treatment-related mortality and lack of efficacy when 

venetoclax was added to dose-adjusted EPOCH-R
> Experts noted that the dose-adjusted EPOCH-R used in the trial did not follow the classical standard 

dose adjustment of this regimen seen in other trials, which may have contributed to the high toxicity

#524: Phase II study of acalabrutinib window prior to frontline therapy in untreated aggressive B-cell 
lymphoma: preliminary results and correlatives of response to acalabrutinib (Roschewski M, et al)
> Experts find it interesting that acalabrutinib given prior to frontline therapy led to responses regardless of 

molecular DLBCL subtype, as covalent irreversible BTKi have so far shown higher responses in patients 
with non-GCB DLBCL than with GCB DLBCL

Dr Lunning:
I think that [Roschewski M, et 
al] may blow a little bit out of 
the water the non-GCB, GCB, 
but I really don’t know what kind 
of the path forward is. We have 
the ESCALADE trial ongoing 
and accruing of acalabrutinib 
plus R-CHOP in non-GCB. But 
we’ll kind of see what comes of 
this data.

“
“



Key Takeaways: Advances in DLBCL/Aggressive B-Cell 
Lymphoma
Emerging data in the R/R setting are seen as “door-opening” for novel therapy modalities (1/2)

#54: Planned interim analysis of a phase II study of loncastuximab tesirine plus ibrutinib in patients with advanced DLBCL (LOTIS-3) 
(Carlo-Stella C, et al)
> Experts speculated that the lower overall response rates in the non-GCB vs GCB cohort may potentially be attributable to the small sample 

size, or to the use of ibrutinib, as the LOTIS-2 trial (loncastuximab tesirine monotherapy in R/R DLBCL) did not show such variations

#183: Tafasitamab plus lenalidomide vs Pola-BR, R2, and CAR T: Comparing outcomes from RE-MIND2, an observational, 
retrospective cohort study in R/R DLBCL (Nowakowski GS, et al)
> Experts agreed that tafasitamab is a useful new agent that is generally well tolerated and has promising activity in R/R and frontline DLBCL

− Some experts reported positive personal experience using this agent, with patients being on treatment over 3 years
− However, the optimal patient population to benefit from this agent (alone or in combination with lenalidomide) is still arguable and 

requires further research
> Despite being based on limited patient numbers, experts find the results from this retrospective cohort analysis convincing

#306: Final analysis of KEYNOTE-170: Pembrolizumab in R/R PMBCL (Zinzani PL, et al)
> Not all patients respond to pembrolizumab monotherapy, but those who do show impressive responses even at 48.7-month follow-up
> The underlying molecular basis behind the starkly different responses is currently unclear. A better understanding will be essential to 

optimally identify patients who benefit from this therapy

Dr Kahl:
I thought the pembro in PMBCL curve was fascinating. It just went straight down, and then went straight across. It was like a hockey 
stick. So, if there was ever a crying need for predictive biomarkers, there it is.

“ “



Key Takeaways: Advances in DLBCL/Aggressive B-Cell 
Lymphoma
Emerging data in the R/R setting are seen as “door-opening” for novel therapy modalities (2/2)

#525: Glofitamab in combination with polatuzumab vedotin: Phase Ib/II preliminary data support manageable 
safety and encouraging efficacy in R/R DLBCL (Hutchings M, et al) AND
#533: Mosunetuzumab plus polatuzumab vedotin has promising efficacy and a favorable safety profile in 
patients with R/R aggressive B-cell NHL: updated results from a phase Ib/II study (Budde EL, et al)
> Results from both trials provide proof of concept that combining bispecific antibodies plus polatuzumab vedotin is 

feasible and safe, and it is reasonable to expect that these results will be replicated in larger trials
> Ultimately, experts see bispecific antibodies moving to the frontline setting (most likely in combination with other 

drugs)

#526: Safety and efficacy of CD37-targeting naratuximab emtansine plus rituximab in DLBCL and other NHL B-
cell lymphomas – a phase II study (Levy MY, et al)
> While results are seen as promising, experts noted they should be interpreted with caution, as the study excluded 

higher-risk patients, and this could have inflated efficacy results

#527: Efficacy and safety of umbralisib, ublituximab (U2) and U2 plus bendamustine in patients with R/R 
DLBCL (Burke JM, et al)
> Considering the low efficacy benefits, experts expect that U2 will primarily be used as bridging therapy to CAR T. 

Use of U2 plus bendamustine is not anticipated for bridging, due to the lymphotoxic effects of bendamustine

Dr Lunning:
I think these studies 
this year were kind of 
like the setup in the 
bullpen. So, they 
were being done as a 
setup to kind of say, 
are there any hard 
signals when you 
start putting 
bispecifics with other 
agents? And, really, 
in my mind, there 
[weren’t] any red 
flags.

“
“



Key Takeaways: T-Cell Lymphoma

Initial data with anti-CD47 agents in hematologic malignancies are promising

#3560: CD47-blocker TTI-622 shows single-agent activity in patients with advanced R/R lymphoma: Update from the ongoing first-in-
human dose escalation study (Patel K, et al) AND
#2448: Updates from ongoing, first-in-human phase I dose escalation and expansion study of TTI-621, a novel biologic targeting 
CD47, in patients with R/R hematologic malignancies – #2448 (Horwitz SM, et al)
> The data are seen as preliminary but interesting, with modest but very durable response rates
> TTI-622 is viewed as having a potentially better safety profile compared with TTI-621 (lower incidences of hematologic toxicities)
> Experts believe further studies are warranted but think that for these agents to succeed, they should be combined with other therapies. 

Identification of biomarkers will be important

Dr Barta:
I think they are very interesting agents. I’m not sure they will necessarily succeed as single agent, although they might offer 
something, particularly in patients with CTCL, where we’re always looking for non-immunosuppressive agents and palliative agents. I 
think they will be looking for a partner. They will be an interesting partner for all the drugs going forward. So, I think they are here to 
stay, and certainly very intriguing data.

“ “



Advances in CAR T
Congress Highlights From ASH 2021



Phase III BELINDA: Tisa-Cel vs SOC as Second-Line Therapy for R/R 
Aggressive B-Cell NHL
Bishop MR, et al. 2021, ASH #LBA-6

STUDY POPULATION
> Adults with confirmed R/R aggressive NHL within 12 mo after first-line chemo-immunotherapy (N=322) were randomized to receive tisa-cel 

(n=162) or SOC (n=160)
− Median age: 59.5 years (range 19–79; CAR T); 58 years (range 19–77, SOC)
− Primary refractory disease: 66% (CAR T); 67% (SOC)
− Baseline characteristics indicated imbalances with more high-grade B-cell lymphomas (24% vs 17%) and IPI ≥2 (65% vs 58%) in the 

CAR T arms vs SOC arm

CONCLUSIONS
Primary endpoint was not met; possible contributing factors include study design elements and imbalances in patient characteristics

OUTCOME
> 156 patients received CAR T (96%) and 154 patients started SOC (96%)
> Time to infusion from randomization: 51 days

Efficacy
> Median EFS: 3 mo (CAR T); 3 mo (SOC)
> ORR/CR: 46%/28% (CAR T); 43%/28% (SOC)
> PFS and OS: NR
> 83% received bridging therapy

Safety 
> Serious AEs (any grade): 46.9% (CAR T), 53% (SOC)
> CRS: 58% 

− Grade ≥3 CRS: 5% 
> ICANS: 10.3% 

− Grade ≥3 ICANS: 1.9% 



Phase III ZUMA-7: Primary Analysis of Axi-Cel vs SOC for R/R LBCL
Locke F, et al. 2021, ASH #2

STUDY POPULATION
> Adults (aged ≥18 years) with confirmed R/R aggressive NHL within 12 mo after first-line chemo-immunotherapy were enrolled (N=359) 

− Median age: 58 years (range 21–80; CAR T); 60 years (range 26–81, SOC)
− Primary refractory disease: 74% (CAR T); 73% (SOC)

CONCLUSIONS
> Axi-cel demonstrated statistically significant and clinically meaningful improvement in EFS
> Safety was manageable and consistent with third-line axi-cel therapy

OUTCOME
> 170 patients received CAR T (94%) and 168 patients started SOC (94%)
> Time to infusion from randomization: ~30 days

Efficacy
> Median EFS: 8.3 mo (CAR T); 2 mo (SOC)
> ORR/CR: 83%/65% (CAR T); 50%/32% (SOC)
> PFS: 24 mo
> OS: 24 mo
> 35% received bridging therapy

Safety 
> Serious AEs (any grade): 50% (CAR T), 46% (SOC)
> CRS: 92% 

− Grade ≥3 CRS: 6% 
> ICANS: 60% 

− Grade ≥3 ICANS: 21% 



Phase III TRANSFORM: Liso-Cel vs SOC With Salvage CT Followed by 
ASCT as Second-Line Treatment in Patients With R/R LBCL
Kamdar M, et al. 2021, ASH #91

STUDY POPULATION
> Adults (aged ≤75 years) eligible for ASCT, and with LBCL primary refractory to or relapsed ≤12 mo after first-line therapy (N=184), were 

randomized to receive liso-cel (n=92) or SOC (n=92)
− Median age: 60 years (CAR T); 58 years (SOC)
− Primary refractory disease: 73% (CAR T); 74% (SOC)

CONCLUSIONS
> Liso-cel demonstrated statistically significant and clinically meaningful improvement in the primary endpoint, EFS, as well as in key secondary 

efficacy endpoints (CR rate and PFS) compared with SOC as second-line therapy 
> Safety results were consistent with the liso-cel safety profile in third-line or later LBCL

OUTCOME
> 90 patients received CAR T (98%) and 91 patients started SOC (99%)
> Time to infusion from randomization: NR

Efficacy
> Median EFS: 10.1 mo (CAR T); 2.3 mo (SOC)
> ORR/CR: 86%/66% (CAR T); 48%/39% (SOC)
> PFS: 12 mo
> OS: 12 mo
> 63% received bridging therapy

Safety 
> Serious AEs (any grade): 48% (CAR T), 48% (SOC)
> CRS: 49% 

− Grade ≥3 CRS: 1% 
> ICANS: 12% 

− Grade ≥3 ICANS: 4% 



Real-world (DESCAR-T Registry): A Propensity Score-Matched 
Comparison of Axi-Cel and Tisa-Cel for R/R DLBCL
Bachy E, et al. 2021, ASH #92

STUDY POPULATION
> R/R LBCL (NOS, tri-iNHL, others)

− >18 years
− ≥2 lines of prior treatment
− PMBCL excluded

STATISTICS
> Propensity score-matching analysis (set 

at 1 decimal)
> Inverse probability of treatment weighting 
> Sensitivity analysis

− Missing data for matching variables 
excluded

CONCLUSIONS
> No OS difference was observed between axi-cel and tisa-cel; however, axi-cel yielded higher ORR, CRR, and significantly prolonged PFS 

compared with tisa-cel
> Higher neurotoxicity with axi-cel compared with tisa-cel

EFFICACY SAFETY



Phase II ZUMA-5: Long-term Follow-up of Axi-Cel in R/R iNHL
Neelapu SS, et al. 2021, ASH #93

CONCLUSIONS
Axi-cel demonstrated substantial and continued benefit in patients with iNHL

STUDY POPULATION
> Adults with R/R FL or MZL after ≥2 lines of therapy (including an anti-CD20 monoclonal antibody plus an alkylating agent)

OUTCOME
> As of March 31, 2021, 149 patients with iNHL (124 FL; 25 MZL) were treated with axi-cel; of those, 110 patients (86 FL; 24 MZL) were eligible 

for efficacy analysis 
> Median FU: 30.0 mo among eligible patients with FL and 23.8 mo among eligible patients with MZL

Efficacy in FL patients
> ORR: 94%
> CR: 79%
> Median PFS: 39.6 mo
> Median OS: NR (81% OS rate at 24 mo)

Efficacy in MZL patients
> ORR: 83%
> CR: 63%
> Median PFS: 17.3 mo
> Median OS: NR (70% OS rate at 24 mo)

Safety 
> Grade 3 CRS: 6% 
> Grade 3 ICANS: 15% 



Phase II ELARA Subgroup Analysis: Tisa-Cel in Adult Patients With High-
Risk R/R FL
Thieblemont C, et al. 2021, ASH #131

CONCLUSIONS
> Tisa-cel produced high ORR and CRR and was associated with durable response and promising 12-mo PFS
> Safety was consistent with the known tisa-cel profile

STUDY POPULATION
> Adults with confirmed R/R FL (grades 1–3A) after ≥2 lines of therapy or relapsed after ASCT 
> Updated efficacy results from the overall population and a subgroup analysis of patients with high-risk disease were reported

OUTCOME
> As of March 29, 2021, 97 patients received tisa-cel and 94 were evaluable for primary efficacy analysis (median FU: 17 mo)

Overall efficacy
> ORR: 86.2%
> CR: 69.1%
> PFS: 29.5 mo

Subgroup analysis (high risk)
> CRR: 59.3% (≥4 lines), 40% (bulky disease), 

59% (POD24)
> PFS: 68.5% (≥4 lines), 54.5% (bulky disease), 60.8% 

(POD24), 77.9% (w/o POD24)

Safety 
> CRS: 48,5% 

− No grade 3 CRS 
> ICANS: 4,1% 

− Grade 3 ICANS: 1% 



Real World: Impact of Comorbidities on Outcomes and Toxicity in Patients 
Treated With CAR T in DLBCL
Shouse G, et al. 2021, ASH #529

STUDY POPULATION
> Patients with R/R DLBCL 

who underwent 
leukapheresis for CAR T at 9 
academic centers (N=577)
− Median age: 63 years 

(range 19–90)
− 90% had ECOG 0–1
− Median number of prior 

therapies: 3 (range 1–
11)

− 25% had prior 
autologous SCT

− 54% GCB, 38% non-
GCB, 8% unknown

CONCLUSIONS
Given the results, CIRS evaluation and “Severe 4” “should be considered prior to CAR T in DLBCL

OUTCOME
> Multivariable analysis showed 

− Higher ECOG (2/3 vs 1 vs 0) and ≥3 prior lines of treatment predicted shorter PFS and OS
− Non-GCB subtype was related to reduced PFS but not OS
− Double-hit status did not correlate with PFS or OS

> While CIRS ≥7 was not a significant predictor of outcomes in multivariable models, a composite index 
comprising 4 CIRS organ systems (respiratory, upper GI, renal, and hepatic; “Severe 4”) was 
independently associated with inferior PFS and OS

> “Severe 4” is predictive of severe CRS and CIRS ≥7 is predictive of severe ICANS



Real World: Impact of Age and Specific Organ Dysfunction in Patients 
Treated With Axi-Cel in LBCL
Locke F, et al. 2021, ASH #530

STUDY POPULATION
> From 10/2017 to 8/2020, 1500 patients were enrolled in the post-approval safety observational study of axi-cel at 79 centers
> A total of 1343 patients were included in the analysis, with median 25.1 mo for potential FU, defined from infusion to data cutoff date, and 

median 11.8 mo for actual FU, defined from infusion to date of death or last contact
− 38% were 65 years or older, 4% had PS ≥2, 13% had cardiac comorbidities, 16% had prior cancer, 9% were obese, 2% had moderate

to severe hepatic comorbidities, and 2% had renal comorbidities

CONCLUSIONS
Advanced age (≥65 years) was not associated with worse efficacy outcomes after axi-cel, despite higher rates of CRS and ICANS, which require 
closer monitoring. PS rather than age should be accounted for in patient selection and treatment decisions with axi-cel

EFFICACY SAFETY



Real World (DESCAR-T Registry and Lysa Group): KTE-X19 in R/R MCL
Herbaux C, et al. 2021, ASH #743

STUDY POPULATION
> A total of 57 patients were registered starting from the beginning of the French early access program for KTE-X19 on January 7, 2020, until 

data extraction on June 18, 2021

OUTCOME
> 84% of patients were infused
> Median age: 67 years
> 32% MIPI high risk, 77.1% Ki67 >30%, 100% had prior BTKi therapy

Efficacy
> Median PFS: 6.3 mo
> Median OS: NR
> ORR: 87.2%
> CR: 63.8%

Safety 
> Grade 3 CRS: 8.7%
> Grade 3 ICANS: 8.7%

CONCLUSIONS
The first analysis of KTE-X19 in the real world shows data in line with those previously published from clinical trials in R/R MCL



Real World (US Lymphoma CAR T Consortium): Brexu-Cel in R/R MCL
Wang Y, et al. 2021, ASH #744

STUDY POPULATION
> Patients who underwent leukapheresis by June 15, 2021 with an intent to manufacture brexu-cel in centers of the US Lymphoma CAR T 

Consortium

OUTCOME
> As of July 9, 2021, 107 patients underwent leukapheresis; among those, 93 (89%) completed infusion
> Median age: 67 yr
> 12% MIPI high risk, 50% Ki67 >50%, 82% had prior BTKi therapy

Efficacy
> Median PFS: 51% (12 mo)
> Median OS: 72% (12 mo)
> ORR: 89%
> CR: 66%

Safety 
> Grade 3 CRS: 8%
> Grade 3 ICANS: 35%

CONCLUSIONS
Reassuring safety and efficacy data of brexu-cel in R/R MCL in real-world practice



Advances in CAR T
Key Insights



Key Takeaways: CAR T

Experts are excited about using CAR T in the second-line setting for R/R LBCL 

LBA-6: Tisa-cel vs SOC as second-line therapy of primary refractory or relapsed aggressive B-cell NHL: analysis 
of the phase III BELINDA study (Bishop MR, et al) AND
#2: Primary analysis of ZUMA-7: A phase III randomized trial of axi-cel vs SOC therapy in patients with R/R LBCL 
(Locke FL, et al) AND
#91: Liso-cel, a CD19-directed CAR T cell therapy vs SOC with salvage CT followed by ASCT as second-line 
treatment in patients with R/R LBCL: Results from the randomized phase III TRANSFORM study (Kamdar M, et al) 
> Experts are excited to see the positive results from ZUMA-7 and TRANSFORM, and believe they will lead to the 

approval of axi-cel and liso-cel in the second-line setting for R/R LBCL. Experts seemed comfortable with and eager 
to use both CAR T products as second-line therapy for patients with DLBCL once they are approved

> In contrast, the BELINDA study did not meet its primary endpoint when tisa-cel was given as second-line therapy. 
While it is unclear what caused these different study outcomes, experts speculated that the substantial differences 
between the 3 studies in terms of patient characteristics and study design (see next slide) very likely resulted in 
negative cumulative effects

− The BELINDA study included overall more high-risk patients (eg, higher-grade DLBCL, double-hit DLBCL)
− Longer times to infusion in BELINDA may have confounded the definition of EFS, as some events at the week 

12 assessment were observed before onset of treatment response
− A more liberal policy for use of bridging therapy (83% of patients received bridging in BELINDA compared with 

63% and 35% in TRANSFORM and ZUMA-7, respectively) may potentially have led to more patients with 
progressive disease at infusion, which is associated with worse outcomes

− Comparable results were observed in the comparator arms between all 3 studies, which led experts to believe 
that because patients in BELINDA were allowed to receive up to 2 different regimens in the SOC arm before 
the strategy was considered a failure, this did not contribute to the negative outcome observed with tisa-cel

− Lastly, it was also speculated that tisa-cel may be the least efficient of the 3 CAR T products overall, as 
supported by its lower (neuro)toxicity compared with the other products

Dr Kahl:
There was just a lot of angst about 
why that study was negative, and I 
think he [Dr Bishop] might have been 
afraid to say it, but it just may not be 
as potent a product. 

“ “
Dr Lunning:
The 3 trials were just so darned 
different. Just a lot more patients in 
BELINDA kept getting therapy, getting 
beat down with chemotherapy, because 
they couldn’t get the product.

“ “



Key Takeaways: CAR T

The 3 second-line CAR T trials differed substantially with regard to study design and patient characteristics



Key Takeaways: CAR T

Comorbidities and predictors for CAR T outcomes in real-world practice in DLBCL/LBCL

#92: A propensity score-matched comparison of axi-cel and tisa-cel for R/R DLBCL in real-life: a Lysa study from the DESCAR-
T Registry (Bachy E, et al)
> Experts were not surprised by the outcomes of this matched-adjusted indirect comparison, as they seemed to align with their 

personal experience using axi-cel vs tisa-cel, with the latter perceived to be less toxic but also less active

#529: Impact of comorbidities on outcomes and toxicity in patients treated with CAR T-cell therapy for DLBCL: a multicenter 
RWE study (Shouse G, et al)
> The “Severe 4” comorbidity index comprising 4 CIRS organ systems (respiratory, upper GI, renal, and hepatic) is seen as a good 

addition and potential alternative to the more cumbersome CIRS evaluation prior to CAR T in DLBCL

#530: Real-world outcomes of axi-cel for the treatment of LBCL: Impact of age and specific organ dysfunction (Locke FL, et al)
> Findings that patients with poor performance status had worse efficacy and safety outcomes are consistent with prior RWD of axi-cel in 

LBCL and provide further support that performance status should be considered in patient selection and treatment decisions with axi-cel

During the discussion, experts further added that prolonged neutropenias are emerging as a risk factor for infections and poor 
outcomes in certain patients treated with CAR T

Gamma delta allogeneic CAR Ts 

#2834: A phase I safety and efficacy study of ADI-001 anti-CD20 CAR-engineered allogeneic gamma delta T cells in adults with B-cell malignancies, in 
monotherapy and combination with IL-2 (Neelapu SS, et al)
> Allogeneic CAR-transduced gamma delta T cells are considered an interesting approach, as they potentially can reduce the risk for GVHD compared with alpha 

beta CAR Ts; however, data are still early and will need to mature before final conclusions can be drawn

Dr Barta:
The CIRS score is a 
cumbersome, tough 
thing to do to really get it 
right, so this kind of 
simplified [Severe4] 
score is nice to have, as 
it clearly kind of predicts 
and correlates with it. 
So, it’s a new model that 
we can use.

“
“



Key Takeaways: CAR T

CAR T comparison in indolent NHL

#93: Long-term follow-up analysis of ZUMA-5: a phase 2 study of axi-cel in patients with R/R indolent NHL (Neelapu SS, et al) AND
#131: Efficacy of tisa-gen in adult patients with high-risk R/R FL: subgroup analysis of the phase II Elara study (Thieblemont C, et al)
> Experts see great potential for the use of CAR T in R/R FL, particularly in POD24 and double-refractory patients, assuming trials continue to show durable 

responses with longer follow-up. They are also interested in seeing it being used earlier (eg, frontline or early relapse after first-line therapy) and believe that in this 
setting CAR T-cell therapy may potentially be curative

> That said, more data and longer follow-up are needed to define the optimal place for CAR T in the treatment landscape, as many other treatment options with 
durable remissions are available for patients with FL

− Bispecifics are seen as potentially the biggest threat for CAR T in the R/R FL space, especially if long-term FU confirms the durability of responses observed 
with these agents. 

> Given approval, tisa-gen may be preferentially used over axi-cel because of its limited neurotoxicity and lower risk for severe CRS

#743: KTE-X19 in R/R MCL, a “Real-Life” study from the DESCAR-T registry and Lysa group (Herbaux C, et al) AND
#744: Brexucabtagene autoleucel for R/R MCL: RWE from the US Lymphoma CAR T Consortium (Wang Y, et al)
> Experts are reassured by these first analyses of real-world use of KTE-X19 and brexucabtagene autoleucel showing similar efficacy and safety outcomes 

compared with clinical trials; especially encouraging is that no increased toxicity with either CAR T product was observed
> That said, these data should be interpreted with caution, as experts noted higher drop-off rates in the real world compared with clinical trials, which in turn can 

confound the results, as data from only those patients who received CAR T were reported

Dr Gribben:
The real challenge to the CAR T cell potentially is what’s 
going to happen with the bispecifics and how durable we 
see those responses. 

“ “ Dr Zinzani:
In the subset of POD24 and double refractory, with this 
kind of results, I think CAR T could be the standard of care. 
Absolutely.

“ “



Advances in Indolent NHL
Congress Highlights From ASH 2021



Phase II CITADEL-204: Primary Analysis of Parsaclisib in Patients With 
R/R MZL
Phillips T, et al. 2021, ASH #44

STUDY POPULATION
> Patients with histologically confirmed MZL

− Received ≥1 prior systemic therapy including 
anti-CD20 treatment

> The study enrolled 2 cohorts: patients who received 
prior treatment with ibrutinib (cohort 1, N=10) or 
patients naive to BTKi therapy (cohort 2, N=100). 
Only data from cohort 2 were presented

EFFICACY
> ORR: 72.0% in all treated patients, 69.4% in daily dosing group
> Median PFS: 16.5 mo in all treated patients, 16.5 mo in daily dosing group

CONCLUSIONS
Promising efficacy, but high rates of toxicities

SAFETY
> TEAEs occurred in 96% of patients (grade ≥3 in 63%)



Phase II UNITY-NHL Cohort: Umbralisib and Ublituximab in R/R MZL
Chavez JC, et al. 2021, ASH #45

STUDY POPULATION
> Histologically confirmed R/R MZL (N=71)

− ≥1 anti-CD20 therapy (including CD20 refractory)
− Extranodal (46%), splenic (11%), nodal (43%)
− Median age: 70 years (range 40–89)

EFFICACY
> Median FU: 20 mo
> ORR: 70% (21% CR, 49% PR, 23% SD)
> Median DOR: NR (12 mo – not estimable)

CONCLUSIONS
Umbralisib plus ublituximab was highly active in patients with R/R MZL, with improved efficacy when compared with a prior cohort of MZL patients 
treated in UNITY-NHL with umbralisib monotherapy (Fowler JCO 2021)

SAFETY 



Phase I/II: Mosunetuzumab for Patients With R/R FL Who Have Received 
≥2 Prior Lines of Therapy
Budde LE, et al. 2021, ASH #127

STUDY POPULATION
> Patients with R/R FL (N=90)

− Median age: 60 years (range 29–90)
− Median number of prior lines of therapy: 3 (range: 2–10)
− 76.7% had stage III or IV disease; 44% had FLIPI 3–5

SAFETY
> CRS (any grade): 44.4%

− Grade 1: 25.6%; grade 2: 16.7%; grade 3: 1 pt; grade 4: 1 
pt; no grade 5

> ICANS (any grade): 4.4% 
− No grade 3 or higher

> Neutropenia (any grade): 28.9%
− Grade 3–4: 26.7%

CONCLUSIONS
Early data, but deep and durable remissions in third-line or higher R/R FL patients, including those with POD24 and/or double-refractory disease

EFFICACY



Phase I/II: Glofitamab ± Obinutuzumab in Patients With Multiple R/R FL
Morschhauser F, et al. 2021, ASH #128

STUDY POPULATION
> Patients with FL grade 1–3A 

− FLIPI 1 high-risk score: mono, 53%; combination, 58%
− High-risk subgroups: double-refractory (mono, 30.2%; 

combination, 36.8%), POD24 (mono, 35.8%; combination 
52.6%)

> As of May 18, 2021, 53 patients received glofitamab mono step-up 
dosing (2.5/10/16 mg, n=3; 2.5/10/30 mg, n=21; 0.5/2.5/10/30 mg, 
n=29), and 19 patients received glofitamab plus obinutuzumab 

EFFICACY

CONCLUSIONS
Glofitamab alone or in combination with obinutuzumab showed 
promising response rates in heavily pretreated R/R FL, including 
high-risk subgroups

SAFETY
> The most common AE was CRS: 66% (mono), 79% (combination)

− Grade 3 CRS: 1 pt (mono), none (combination)
− No grade 4 or grade 5 CRS was observed with either regimen

> No ICANS-like events related to glofitamab were reported



Phase Ib: Initial Results of Mosunetuzumab Plus Lenalidomide in Patients 
With R/R FL
Morschhauser F, et al. 2021, ASH #129

STUDY POPULATION
> Patients with R/R FL (grade 1–3A) who have received at least 1 

prior systemic therapy
> At data cutoff, 29 patients were enrolled

− Median age: 59 years (range 30–79)
− 55.2% had received 1 prior line of therapy; 44.8% had 

received ≥2 prior lines
− 31% were refractory to any prior anti-CD20 therapy; 24% 

were double refractory (anti-CD20 therapy and alkylating 
agent); 10.3% POD24

CONCLUSIONS
Encouraging preliminary efficacy and safety; however, data set is small

SAFETY
> CRS (any grade): 27.6%

− Grade 1: 24.1%; grade 2: 3.4%; grade ≥3: 0
> ICANS (any grade): 3.4% 

− No grade 3 or higher

EFFICACY



Phase I/II: Preliminary Analysis of Glofitamab Step-up Dosing in Patients 
With R/R MCL, for Most of Whom BTKi Had Failed 
Phillips T, et al. 2021, ASH #130

STUDY POPULATION
> As of May 18, 2021, 29 patients with R/R MCL were enrolled

− Median age: 69 years (range 41–84)
− 83% of patients had Ann Arbor stage III–IV disease and 62.1% 

had MCL International Prognostic Index score ≥6 at study entry
− All patients received glofitamab-obinutuzumab pretreatment 

(Gpt) 7 days prior to first glofitamab dose

SAFETY
> 29 patients were evaluable
> CRS (any grade): 58.6%

− CRS rates were lower in the 2000-mg Gpt plus step-up dosing 
cohort (9/19; 47.4%) vs the 1000-mg Gpt plus step-up dosing 
cohort (5/7; 71.4%) and 1000-mg Gpt plus fixed-dosing (3/3; 
100%) cohort

> Neurologic AEs (any grade): 20.7% 
− No grade ≥3

> ICANS-like AEs were infrequent (3.4%), low grade (grade 1 plus 
2) and resolved within 1 day

CONCLUSIONS
> Glofitamab step-up dosing as monotherapy after Gpt induced high response rates in patients with MCL, with manageable safety profile 

EFFICACY
> 21 patients were evaluable



Phase III MCL R2 Elderly Trial: R2 Maintenance After First-Line 
Immunochemotherapy in MCL
Ribrag V, et al. 2021, ASH #379

STUDY POPULATION AND METHODS
> Untreated patients >60 years with stage II–IV MCL and not 

eligible for high-dose therapy
> Patients were randomized between 8 cycles of 3-weekly R-

CHOP or 6 cycles of alternating 3-weekly R-CHOP and 4-
weekly R-HAD

> Patients in CR, CR unconfirmed, or PR underwent a 
second randomization between maintenance with R every 
2 months or R2

CONCLUSIONS
> R2 maintenance in patients responding to induction chemo-immunotherapy is superior to R maintenance for PFS but not OS
> More toxicity in the R2 maintenance arm

SAFETY
> AEs were more pronounced with R2 maintenance vs R 

maintenance
− AEs of grade ≥3: neutropenia (50.0% vs 18.8%), 

respiratory tract infection (5.5% vs 0.8%), and skin 
cancer (5.5% vs 2.0%)

> Dose of lenalidomide was reduced at least once in 46% of 
R2M arm

EFFICACY
> 620 patients randomized for induction

− 514 responded to induction (87% ORR, CR/CRu 41%)
> 495 patients randomized for maintenance

− Median age: 71 years
− 89% stage IV, 47% intermediate and 46% high-risk MIPI

> Median FU: 2.1 years



Phase I/II BRUIN: Updated Results With Pirtobrutinib in Previously Treated 
MCL
Wang M, et al. 2021, ASH #381

STUDY POPULATION
> Patients with advanced B-cell malignancies who have received 

≥2 prior therapies
> As of 27 September 2020, 323 patients were treated on 7 dose 

levels (25–300 mg QD)
− 170 CLL/SLL, 61 MCL, 26 WM, 26 DLBCL, 13 MZL, 12 

FL, 9 RT, and 6 other NHL
− Median age: 69 years for patients with MCL

CONCLUSIONS
> Pirtobrutinib demonstrated promising efficacy in heavily pretreated, poor-prognosis MCL following multiple prior lines of therapy, including a 

covalent BTKi
> Pirtobrutinib was well tolerated and exhibited a wide therapeutic index

SAFETY
> No DLTs; MTD was not reached (n=323)
> Most frequent TRAEs: fatigue (20%), diarrhea (17%), and confusion (13%) regardless of attribution or grade seen in ≥10% patients (n=323)
> Most common AE grade ≥3: neutropenia (10%)

EFFICACY
> At the efficacy cutoff date, 52 prior BTKi-treated MCL patients were 

evaluable
> ORR: 52% 

− 13 CR (25%), 14 PR (27%), 9 SD (17%), 11 PD (21%), and 5 
(10%) patients discontinued prior to first response assessment

> Median FU: 6 mo (range 0.7–18.3+)
> Responses were observed in  9/14 patients (64%) with prior 

autologous or allogeneic SCT, and 2/2 with prior CAR T-cell therapy



Phase II CITADEL-205: Primary Analysis of Parsaclisib in Patients With 
R/R MCL Not Previously Treated With BTKi
Mehta A, et al. 2021, ASH #382

STUDY POPULATION
> Pathologically confirmed MCL with documented cyclin 

D1 overexpression or t(11;14) translocation
− 1–3 prior systemic therapies; no prior treatment 

with a BTKi and/or PI3Ki
> As of Jan 15, 2021, 108 patients naive to prior BTKi 

had been treated

CONCLUSIONS
Promising efficacy, but high rates of toxicities

SAFETY
> TEAEs: 90.7% (n=98)

− Grade ≥3: 62.0% (n=67)
> TEAEs leading to treatment discontinuation: 25.0%
> Serious TEAEs: 42.6% (n=46)
> 6 patients (5.6%) experienced fatal TEAEs

EFFICACY
> ORR: 68.8% for all patients and 70.1% for the daily dosing group
> CRR: 17.6% for all patients and 15.6% for the daily dosing group
> Among all treated patients with CR or PR, 89.2% of responses occurred at 

the first disease assessment
> Median DOR: 13.7 mo for all patients and 12.1 mo for the daily dosing group
> Median PFS: 11.99 mo for all patients and 13.6 mo for the daily dosing group
> Median OS not reached



Phase III FOLL12 Subset Analysis: RB or R-CHOP in Post-induction 
Management of Treatment-Naive Advanced FL
Luminari S, et al. 2021, ASH #811

STUDY POPULATION
> Naive adult patients with grade 1–3A, stage II–IV, and HTB-FL
> A total of 786 patients were enrolled

− 341 patients received RB and 445 received R-CHOP induction chemo-
immunotherapy

SAFETY
> Neutropenia was less 

frequently observed in RB 
(35.7%) compared with R-
CHOP (46.2%)

> Earlier and more second 
malignancies with RB

CONCLUSIONS
Both R-CHOP and RB were associated with a similar efficacy profile

PROGRESSION-FREE SURVIVAL

Second malignancies



Phase III MAGNIFY: Completed Induction Phase Analysis of R2 Followed 
by Maintenance in R/R Indolent NHL
Lansigan F, et al. 2021, ASH #812

STUDY POPULATION
> As of March 5, 2021, 394 patients were enrolled

− 81% FL grade 1–3A; 19% MZL
− Median age: 66 years (range 35–91)
− 83% had stage III/IV disease, with median 2 prior therapies

EFFICACY
> Median FU: 40.6 mo (range 0.6–79.6)

CONCLUSIONS
Data represent complete analysis of all patients in the induction phase of MAGNIFY and continue to support that R2 is active with a tolerable 
safety profile in patients with R/R FL grade 1–3A and MZL, including rituximab-refractory, double-refractory, and early relapse patients

SAFETY
> Treatment discontinuation: 41%

− PD (12%), AE (18%), death (2%), other (9%)



Phase II CITADEL-203: Primary Analysis of Parsaclisib in Patients With 
R/R FL
Lynch RC, et al. 2021, ASH #813

STUDY POPULATION
> Histologically confirmed R/R FL (grade 1–3A)
> ≥2 prior systemic therapies (not including PI3Ki or BTKi)
> Ineligible for HSCT

CONCLUSIONS
Parsaclisib monotherapy demonstrated rapid and durable response, and was generally well tolerated

SAFETY
> 2 deaths occurred due to AE attributed to parsaclisib (1 Stevens-

Johnson syndrome; 1 pneumonia)

EFFICACY



Phase II PrECOG 0403: Frontline Venetoclax Plus Obinutuzumab and 
Bendamustine in Patients With High Tumor Burden FL
Portell CA, et al. 2021, ASH #814

STUDY POPULATION AND METHODS
> High tumor burden FL (N=56)

CONCLUSIONS
Study met primary endpoint, but showed no acceptable risk/benefit profile

SAFETY
> Grade ≥3: 83.9%

− SAEs (55.5%): TLS (14.3%); neutropenia (16.1%); thrombocytopenia (14.3%)
> Atypical infections were observed

− After C6 induction: grade 5 CMV encephalitis and PJP pneumonia
− During maintenance: grade 3 PJP pneumonia, grade 4 BK virus (kidney failure 

and chronic dialysis), grade 5 myocarditis
− Corrective measures were implemented

• PJP and antiviral prophylaxis
• CMV monitoring
• Premature discontinuation of maintenance (last 7 patients)

Efficacy
> End-of-induction response: 73.2% CR; 92.9% ORR
> Estimated 2-year PFS: 85.8%



Phase III RESORT Long-term Follow-up: Comparison of 2 Different 
Rituximab Dosing Strategies for Low Tumor Burden FL
Kahl BS, et al. 2021, ASH #815

STUDY POPULATION
> Patients with untreated, low tumor burden (GELF criteria) FL

LONG-TERM FU RESULTS
> At 7 years, 83% of maintenance rituximab and 63% of rituximab–re-treated patients remained free from cytotoxic therapy 
> At 10 years, 66% of the maintenance rituximab patients remained in their first remission, compared with 30% of the rituximab–re-treated 

patients who remained in their first remission
> There was no difference in OS at 10 years 

CONCLUSIONS
With long-term FU, data indicate superiority of rituximab maintenance to rituximab retreatment for delaying time to first cytotoxic therapy and for 
response duration, with a trend toward reducing the risk of histologic transformation



Advances in Indolent NHL
Key Insights



Key Takeaways: Indolent NHLs (FL, MCL, and MZL)

Given COVID-19, experts prefer a wait-and-see approach over R2 maintenance

#379: R2 maintenance is superior to rituximab maintenance after first-line immunochemotherapy in MCL: 
Results of the MCL R2 Elderly Clinical Trial (Ribrag V, et al)
> Study will likely not change practice, due to the lack of OS benefit combined with high rates of hematologic 

toxicities in the R2 arm

#811: Impact of immunochemotherapy with R-bendamustine or R-CHOP in the post-induction 
management of treatment naïve advanced stage FL patients: A subset analysis of the FOLL12 trial by the 
Fondazione Italiana Linfomi (FIL) (Luminari S, et al)
> Findings show no impact of prior bendamustine use on the efficacy of rituximab maintenance

#812: Completed induction phase analysis of phase IIIb study of R2 followed by maintenance in R/R 
indolent NHL (Lansigan F, et al)
> The regimen is seen as very active and useful for patients with R/R FL including rituximab-refractory, double-

refractory, and early relapse patients; however, frequent dose reductions/interruptions are required due to 
associated hematologic toxicities

#815: Long-term follow-up of the Resort Study (E4402): A randomized phase III study comparing two 
different rituximab dosing strategies for low tumor burden FL (Kahl BS, et al)
> While the study suggests that rituximab retreatment should remain the strategy of choice for low burden FL, 

experts believe rituximab maintenance for indolent disease in the real world “is dead or on life support.” Given 
COVID-19, they report high thresholds initiating treatment and prefer watchful waiting for most patients

Dr Lunning:
In the COVID 
environment, I personally 
think that maintenance 
rituximab or maintenance 
obinutuzumab is dead in 
follicular lymphoma 
because of the risk of 
those antibodies.

“
“



Key Takeaways: Indolent NHLs (FL, MCL, and MZL)

There is a lot of excitement for bispecific antibodies in FL (1/2)

#127: Mosunetuzumab monotherapy is an effective and well-tolerated treatment option for patients with R/R FL who have received ≥2 
prior lines of therapy: pivotal results form a phase I/II study (Budde LE, et al)
> Although the data are early, experts find them very interesting and promising in terms of overall response rates and low toxicity in a patient 

population that largely consisted of high-risk patients 

#128: Glofitamab as monotherapy and in combination with obinutuzumab induces high complete response rates in patients with 
multiple R/R FL (Morschhauser F, et al)
> Glofitamab (alone or in combination) has shown promising responses in FL; however, experts think that on the basis of current data, it may 

be a more attractive option for LBCL than FL

#129: Mosunetuzumab in combination with lenalidomide has a manageable safety profile and encouraging activity in patients with 
R/R FL: Initial results from a phase Ib study (Morschhauser F, et al)
> The combination seems feasible and safe, but the data set is small, and experts look forward to larger studies investigating this combination 

#130: Glofitamab step-up dosing induces high response rates in patients with R/R MCL, most of whom had failed prior BTKi therapy 
(Phillips T, et al)
> Despite the small patient numbers, experts are intrigued about the high overall and complete response rates



Key Takeaways: Indolent NHLs (FL, MCL, and MZL)

There is a lot of excitement for bispecific antibodies in FL (2/2)

In summary, experts believe bispecific antibodies have the potential to make a real impact on the FL treatment landscape
> The consistent results in terms of response rates observed so far are very encouraging, especially in the POD24 and double-refractory 

subgroups. Ultimately, bispecific antibodies could pose a serious competitive threat to CAR T, should long-term FU confirm the durability of 
these responses
− The “off-the-shelf” availability will provide an appealing advantage for patients who may not have time to wait for CAR T-cell production
− As with CAR T, the risk for CRS is a concern with bispecific antibodies; however, several strategies (eg, step-up dosing, subcutaneous 

delivery, pre-treatment with obinutuzumab) are being investigated and have shown promise to mitigate the risk of CRS
> It is too early to predict which bispecific antibody under investigation is better, although a few experts noted that mosunetuzumab seems to 

be associated with lower rates of CRS compared with glofitamab
> Ultimately, experts see bispecific antibodies moving to earlier lines and possibly the frontline setting (possibly in combination with other 

drugs)

Dr Tournilhac:
Now maybe it’s good to combine bispecifics. I think we have the evidence that this is feasible to, for example, combine mosunetuzumab with 
lenalidomide. But we need to have more patients and we need to know if we can do that. 

“ “



Key Takeaways: Indolent NHLs (FL, MCL, and MZL)

Other emerging therapies – much promise, but nothing yet practice changing (1/2)

#44: Efficacy and safety of parsaclisib in patients with R/R MZL: Primary analysis from a phase II study 
(CITADEL-204) (Phillips T, et al) AND
#382: Efficacy and safety of parsaclisib in patients with R/R MCL not previously treated with a BTKi: 
Primary analysis from a phase II study (CITADEL-205) (Mehta A, et al) AND
#813: Efficacy and safety of parsaclisib in patients with R/R FL: Primary analysis from a phase II study 
(CITADEL-203) (Lynch RC, et al)
> Parsaclisib is seen as a very potent PI3Ki. However, long-term treatment with this agent is associated with 

significant toxicities regardless of dosing schedule. On the basis of current data, experts see this agent 
primarily being used to debulk disease before CAR T therapy

#45: The combination of umbralisib plus ublituximab is active in patients with R/R MZL: Results from 
the phase II Global Unity-NHL trial (Chavez JC, et al)
> The combination is viewed as a potential novel chemotherapy-free option for patients with R/R MZL, with 

favorable efficacy compared with umbralisib alone

#381: Pirtobrutinib, a next-generation, highly selective, non-covalent BTKi in previously untreated MCL: 
Updated results from the phase I/II BRUIN study (Wang M, et al)
> The data are seen as very intriguing; the safety profile of pirtobrutinib is especially considered “exceptional 

and unheard of.” Experts strongly believe this agent will move into the frontline setting
> One caveat of this study: the majority of patients treated with pirtobrutinib received prior ibrutinib, while only 

a few received acalabrutinib or zanubrutinib, both of which have shown higher CR rates in R/R MCL 
compared with ibrutinib

Dr Zinzani on pirtobrutinib:
Very good safety profile and 
also really active in all the 
treated patients with BTK 
inhibitors. Very interesting drug.

“ “
Dr Lunning on parsaclisib:
Giving it long term is the real 
issue with this whole class of 
drugs. The longer you give the 
drug, the more the toxicity. 
Giving it as some way to debulk 
the disease leading on to some 
definitive therapy like CAR T 
becomes an attractive space in 
these types of diseases.

“

“



Key Takeaways: Indolent NHLs (FL, MCL, and MZL)

Other emerging therapies – much promise, but nothing yet practice changing (2/2)

#814: Phase II study of venetoclax in combination with obinutuzumab and bendamustine in patients with high tumor FL as frontline 
therapy (PrECOG 0403) (Portell CA, et al)
> While the study met its primary endpoints, the combination of venetoclax plus obinutuzumab-bendamustine is perceived to be too toxic 

despite corrective measures; particularly, the atypical infections associated with this combination (eg, CMV encephalitis) during the induction 
and at beginning of maintenance phase present a major concern. Given this and other data (eg, #523), experts concluded that venetoclax 
should not be combined with chemotherapy, but rather with other agents such as monoclonal antibodies

Dr Kahl:
This was a little bit of a bad meeting for venetoclax if you think about the dose-adjusted EPOCH plus Ven in double hit and then the 
PrECOG study we showed with Obin plus Ven in follicular. In both cases it was just when you tried to combine Ven with immuno-
chemotherapy, suddenly the toxicity profile became a little too unfavorable, so there’s good rationale for trying to combine Ven with chemo, 
but it just didn’t work out in either of those trials.

“ “



Advances in CLL
Congress Highlights From ASH 2021



Phase III Alliance A041202: Long-term Follow-up of Ibrutinib-Based 
Regimens vs Chemo-Immunotherapy in Older Patients With Untreated CLL
Woyach JA, et al. 2021, ASH #639

STUDY POPULATION
> Previously untreated, symptomatic patients who meet 

IWCLL criteria for CLL treatment (N=547)
− Median age: 71 years
− 53% unmethylated Zap-70, 61% IGHV unmutated, 

6% del(17p), and 20% del(11q) by central FISH
> Median FU: 55 mo

CONCLUSIONS
> With longer FU, benefits continue to be seen across subgroups, including those associated with higher-risk disease and especially those with 

abnormalities in TP53, while rates of AFib and hypertension continue to increase with time on ibrutinib therapy
> Data support the use of ibrutinib as initial therapy in CLL, and strengthen the rationale for use of ibrutinib for high-risk disease

EFFICACY
> Median PFS: 44 mo in arm 1 and has not been reached in arms 2 or 3
> No significant difference in OS between the 3 arms

SAFETY
> All-grade AFib 

− 11 patients on BR (6%) and 67 patients on ibrutinib 
(19%)

> All-grade hypertension 
− 95 patients on BR (54%) and 263 patients on 

ibrutinib (73%)

Impact of TP53



Phase III SEQUOIA Interim Analysis: Zanubrutinib vs BR in Patients With 
Treatment-Naive CLL/SLL
Tam CS, et al. 2021, ASH #396

STUDY POPULATION
> Treatment-naive patients with 

CLL/SLL without del(17p) (N=479)
− ≥65 years of age or 

unsuitable for treatment with 
FCR 

CONCLUSIONS
> High response rates including all poor-prognostic subgroups; particularly, the results in del(17p) are impressive
> AEs are consistent with previous reports of zanubrutinib in a broader population

SAFETY
> All-grade AFib: 3.3%
> All-grade hypertension: 14%
> Treatment discontinued for AEs in 

8.3% for zanubrutinib and 13.7% 
for BR

EFFICACY
> Estimated 24-mo PFS for zanubrutinib vs BR was 85.5% vs 69.5%
> No difference to date in OS



Phase III ASCEND: 3-Year Follow-up of Acalabrutinib vs Rituximab Plus 
Idelalisib or Bendamustine in R/R CLL
Jurczak W, et al. 2021, ASH #393

STUDY POPULATION
> Patients with R/R CLL (N=310)

− Median age: 67 years
− 16% del(17p), 78% unmutated IGHV, 42% Rai stage 3/4)

CONCLUSIONS
Acalabrutinib continues to show increased efficacy over BR or IdR in R/R CLL

SAFETY

EFFICACY
> No difference to date on OS



Phase III FLAIR Interim Analysis: Ibrutinib Plus Rituximab vs FCR in 
Untreated CLL
Hillmen P, et al. 2021, ASH #642

STUDY POPULATION
> Previously untreated CLL requiring therapy by IWCLL criteria and ≥75 

years old (N=771)

EFFICACY

CONCLUSIONS
> Ibrutinib plus rituximab resulted in superior PFS compared with FCR
> There was no difference in OS, most likely due to effective second-line targeted 

therapy in patients progressing after FCR 

SAFETY
> SAEs were reported in 53.7% of patients on FCR and 53.4% on 

ibrutinib plus rituximab



Phase II: Long-term Follow-up of Ibrutinib Plus FCR as Initial Therapy for 
Younger Patients With CLL
Davids MS, et al. 2021, ASH #640

STUDY POPULATION
> Previously untreated CLL/SLL in patients age ≥18 years and ≤65 years old
> Between 10/2014 and 4/2018, 85 patients were enrolled at 7 US sites

− 5% del(17p), 20% del(11q), 17% trisomy 12, 54% del(13q)
− 58% IGHV unmutated
− TP53 mutated (n=3), NOTCH1 mutated (n=5)

> Median FU: 40.3 mo

CONCLUSIONS
> Promising time-limited therapy for younger patients with CLL
> Incidence of neutropenia is an issue

EFFICACY

SAFETY
> Grade 3-4 neutropenia: 40%
> Grade 3-4 thrombocytopenia: 32%
> Grade 3 anemia: 11%
> Febrile neutropenia: 12%
> AFib: 8%
> No Richter’s syndrome observed to 

date



Phase I/II BRUIN: Updated Results With Pirtobrutinib in Previously Treated 
CLL/SLL
Mato AR, et al. 2021, ASH #391

STUDY POPULATION
> Patients with advanced B-cell malignancies who have received ≥2 

prior therapies
> As of September 27, 2020, 323 patients were treated on 7 dose levels 

(25–300 mg QD)
− 170 CLL/SLL, 61 MCL, 26 WM, 26 DLBCL, 13 MZL, 12 FL, 9 RT, and 6 

other NHL
− Median age: 69 years for patients with CLL/SLL
− Majority of patients with CLL/SLL had received a prior BTKi (86%), an anti-

CD20 antibody (90%), chemotherapy (82%), PI3Ki (21%), or BCL2i (34%)

CONCLUSIONS
> Pirtobrutinib demonstrated promising efficacy in heavily pretreated CLL/SLL following multiple prior lines of therapy, including a covalent BTKi 

and a BCL2i, and in patients with BTK C481 mutations
> Pirtobrutinib was well tolerated and exhibited a wide therapeutic index

SAFETY
> No DLTs; MTD was not reached (n=323)
> Most frequent TRAEs: fatigue (20%), diarrhea (17%), and confusion 

(13%) regardless of attribution or grade seen in ≥10% patients 
(n=323)

> Most common AEs grade ≥3: neutropenia (10%)

EFFICACY
> At the efficacy cutoff date, 139 prior BTKi-treated patients with 

CLL/SLL were evaluable, with a median FU of 6 mo
> ORR: 63% 

− 69 PR (50%), 10 PR-L (14%), 45 SD (32%), and 1 PD (1%)



Phase III CLL13: Venetoclax-Based Time-Limited Combination Treatments 
(RVe, Gve, GIVe) vs Standard CIT (FCR/BR) in Frontline CLL in Fit Patients
Eichhorst B, et al. 2021, ASH #71

STUDY POPULATION AND METHODS
> Treatment-naive fit patients with CLL 

− Patients with TP53 aberrations were excluded
> A total of 926 patients were enrolled between 

12/2016 and 09/1019
− CIT: 229 patients (150 FCR, 79 BR); RVe: 237 

patients; GVe: 229 patients; GIVe: 231 patients
− Median age: 61 years (range 27–84)

CONCLUSIONS
GVe-based regimens demonstrated superiority vs CIT for uMRD; PFS interim analysis will be performed in Q1 2022

EFFICACY
> uMRD

− GVe vs CIT: 86.5% vs 52.0% 
− GIVe vs CIT: 92.2% vs 52.0%
− RVe vs CIT: 57.0% vs 52.0%

SAFETY
> Low rate of treatment discontinuation 

(<15% in all 3 experimental arms)



Phase III GLOW: First Prospective Data on MRD Outcomes After Fixed-Duration Ibrutinib 
Plus Venetoclax vs Chlorambucil Plus Obinutuzumab for First-Line Treatment of CLL in 
Elderly and Unfit Patients
Munir T, et al. 2021, ASH #70
STUDY POPULATION
> Previously untreated CLL (N=211)

− Median age: 71.0 years
− 51.7% unmutated IGHV, 18% del(11q), 

4.3% TP53 mutation

CONCLUSIONS
Fixed-duration ibrutinib plus venetoclax demonstrated superior uMRD responses that were deeper and better sustained post-treatment vs 
chlorambucil plus obinutuzumab in elderly or unfit patients with previously untreated CLL

uMRD RATE

PFS RATE



Phase III CAPTIVATE MRD Cohort: 2-Year Post-randomization DFS 
Results of First-Line Ibrutinib Plus Venetoclax for CLL 
Ghia P, et al. 2021, ASH #68

STUDY POPULATION AND METHODS
> Patients aged <70 years with previously untreated CLL 

− Patients received first-line treatment with 3 cycles of 
ibrutinib followed by 12 cycles of combined ibrutinib 
plus venetoclax. During cycle 16, patients with 
confirmed uMRD were randomized 1:1 to receive 
double-blind treatment with placebo or single-agent 
ibrutinib. Patients who did not meet the definition of 
confirmed uMRD were randomized 1:1 to receive 
open-label treatment with single-agent ibrutinib or 
continued ibrutinib plus venetoclax

> 164 patients were enrolled
− Median age: 58 years (range 28–69)
− 60% unmutated IGHV, 19% complex karyotype, 

17% del(11q), 20% del(17p)/TP53 mutation

CONCLUSIONS
Impressive overall response rates were observed with this 
fixed-duration therapy in patients with high-risk CLL

3-YEAR PFS RATES AND uMRD
> Best uMRD rates improved with further treatment in uMRD-not-confirmed 

population



Phase II FILO: Preliminary Results of Ibrutinib Plus Venetoclax vs FCR in 
Untreated Fit Patients With Intermediate-Risk CLL
Michallet AS, et al. 2021, ASH #641

STUDY POPULATION
> Previously untreated fit patients with intermediate-risk CLL 
> 121 patients were enrolled between 9/2019 and 2/2021

− Median age: 59 years and 61 years in the FCR and ibrutinib 
plus venetoclax arms, respectively

− Patient characteristics were well balanced between the 2 
arms with regard to gender, ECOG PS 0–1, Binet stage, and 
cytogenetic features

CONCLUSIONS
The toxicity in both arms is significant, with more hematologic and infectious toxicities in the FCR arm, while the ibrutinib-venetoclax arm is 
associated with significant cardiac toxicity

SAFETY
> All-grade AEs: 53% (FCR arm) and 47% (ibrutinib-venetoclax arm)

− Grade 3 AEs: 24% (FCR arm) and 17% (ibrutinib-venetoclax 
arm)

> 40 SAEs were reported 
− 25 in the FCR arm and 15 in the ibrutinib-venetoclax arm

EFFICACY



Phase II Vision HO141: Primary Analysis of Time-Limited Venetoclax and 
Ibrutinib for Patients With R/R CLL Who Have uMRD
Niemann CU, et al. 2021, ASH #69

STUDY POPULATION AND METHODS
> Patients with R/R CLL (N=225)

− Median age: 68 years (range 36–87)
− 64% IGHV unmutated, 24% del(17p) 

and/or TP53 mutated

CONCLUSIONS
MRD-guided ibrutinib-venetoclax for R/R CLL is 
feasible, similar to CML

SAFETY
> AFib: 13% during the first 15 cycles, 3% during ibrutinib maintenance, and no 

events in the observation arm B
> Hypertension: 10% during the first 15 cycles, 7% during ibrutinib maintenance, and 

no events in the observation arm B

EFFICACY



Phase II: Ibrutinib Plus Ublituximab and Umbralisib in Patients With CLL –
a MRD-Driven, Time-Limited Approach
Roeker LE, et al. 2021, ASH #395

STUDY POPULATION AND METHODS
> Eligible patients were receiving ongoing ibrutinib, 

in any line of therapy, for a minimum duration of 
6 months and had detectable residual CLL in the 
peripheral blood via MRD assay

> Ublituximab and umbralisib was added ibrutinib 
in 26 patients (median age: 63 years)

CONCLUSIONS
This first MRD-driven approach utilizing the combination of BTKi, PI3Ki, and anti-CD20 monoclonal antibody has shown interesting results, but 
follow-up is short

EFFICACY

SAFETY
> Grade 3/4 AESI: ALT/AST increase (4%), diarrhea (4%), and hypertension (8%)



Phase III SEQUOIA Arm D: Early Results of Zanubrutinib Plus Venetoclax 
in Patients With Treatment-Naive CLL/SLL With Del(17p)
Tedeschi A, et al. 2021, ASH #67

STUDY POPULATION AND ARM D DESIGN
> Treatment-naive patients with CLL/SLL without 

del(17p) (N=479)
− ≥65 years of age or unsuitable for 

treatment with FCR 

CONCLUSIONS
Encouraging initial results, but further follow-up is 
needed

EFFICACY
> 36 patients had post-baseline response evaluations by the data cutoff date
> Median FU: 12.0 mo 

SAFETY
> AEs and SAEs were reported in 82.9% and 11.4% of patients, respectively
> Grade 3 AEs: 37.1%
> To date, no TLS has been reported



Advances in CLL
Key Insights



Key Takeaways: CLL

BTKi therapy continues to show excellent long-term results and dominance over chemo-immunotherapy (1/2)

#393: Three-year follow-up of the Ascend trial: acalabrutinib vs rituximab plus idelalisib or bendamustine in R/R CLL (Jurczak W, et al)
> The updated data continue to show increased efficacy of acalabrutinib over BR or IdR in the R/R setting. More mature data are needed to 

confirm that the trend in separation of OS curves will translate into significant survival benefits. Several events of clinical interest occurred, 
with increased all-grade second primary malignancies requiring careful monitoring as the data continue to mature

#396: SEQUOIA: Results of a phase III randomized study of zanubrutinib vs BR in patients with treatment-naive CLL/SLL (Tam CS, et al)
> Zanubrutinib has demonstrated significant improvement in PFS compared with BR, and the results from cohort 2 in patients with del(17p) 

are seen as particularly impressive. The safety profile of this later-generation BTKi seems to be more favorable than that from ibrutinib and 
acalabrutinib, with less AFib overall

#639: Long-term results of Alliance A041202 show continued advantage of ibrutinib-based regimens compared with BR 
chemoimmunotherapy (Woyach JA, et al)
> This long-term follow-up confirms the efficacy of frontline ibrutinib-based regimens across subgroups of patients including those with the 

most high-risk genomic abnormalities, such as TP53 mutations. There is no role for the addition of rituximab in this setting, as results show 
no difference between ibrutinib alone or ibrutinib plus rituximab 

Dr Gribben:
Really excellent results that we see with zanubrutinib in previously untreated patients with CLL. A few years ago, we could only have 
dreamed of seeing such responses in patients with 17p. 

“ “



Key Takeaways: CLL

BTKi therapy continues to show excellent long-term results and dominance over chemo-immunotherapy (2/2)

#640: Longer-term follow-up of a multicenter, phase II study of iFCR as initial therapy for younger patients with CLL (Davids MS, et al)
> The addition of ibrutinib to FCR is viewed as promising time-limited therapy in younger patients with CLL, given the long and deep 

responses observed with this combination, including patients with unmutated IGHV

#642: Ibrutinib plus rituximab is superior to FCR in previously untreated CLL: Results of the phase III NCRI FLAIR trial (Hillmen P, et al)
> Efficacy signals are as expected and align with other studies investigating IR vs FCR in this setting. The additional safety analysis showing 

increased risk of cardiac death in the IR arm in patients receiving ACE inhibitors provides further support that ACE inhibitors should be 
avoided in patients treated with ibrutinib

Dr Kahl:
In the BTKi space itself, nothing brand new at this year’s ASH. Nothing really new that would make me come back and do anything 
differently. It was just sort of more information, longer follow-up, confirmation.

“ “



Key Takeaways: CLL

Data on the non-covalent BTKi pirtobrutinib are very promising

#391: Pirtobrutinib, a next-generation, highly selective, non-covalent BTKi in previously treated 
CLL/SLL: updated results from the phase I/II BRUIN study (Mato AR, et al)
> Experts are very impressed by the wide therapeutic index of pirtobrutinib, including the ability to 

overcome acquired resistance to covalent BTKi in patients with BTK C481S mutations. The safety 
profile of this drug is considered excellent with no significant off-target toxicities 

> The experts consider pirtobrutinib a serious threat to currently available covalent BTKi, and see this 
drug quickly moving into the frontline setting

BTKi therapy remains the most widespread treatment in frontline CLL

During the discussion, experts noted that COVID-19 has adversely affected the use of venetoclax 
plus obinutuzumab and led to preferred use of BTKi in frontline CLL
> Experts stated they have explored both options in the past, with good results. However, given the 

current COVID-19 pandemic, they are currently not using the venetoclax-based regimen, to avoid giving 
anti-CD20 antibodies, as well as having patients come to the clinic for frequent monitoring and therapy

> Not considering COVID-19, experts indicated they would make their frontline treatment decision on an 
individual-patient level

− BTKi are preferred for patients with comorbidities or high-risk features (such as del[17p] or 
TP53 mutations), while venetoclax plus obinutuzumab is considered an excellent choice for 
younger and mutated patients

− In terms of BTKi choice, experts report a shift toward increased use of second-generation BTKi 
for new patients, but are comfortable keeping patients who tolerate ibrutinib on the first-
generation BTKi rather than switching to acalabrutinib or zanubrutinib

Dr Gribben:
This is really the almost unbelievable 
safety profile that we see with 
pirtobrutinib. It’s almost like giving a 
patient placebo in terms of the side effect 
profile.

“ “
Dr Allan:
I think there’s been a shift towards these 
more selective, ‘less toxic’ BTK inhibitors 
as the initial BTK being chosen. 

“ “

Dr Kahl:
The choice of what we’re going to offer 
in the frontline is very fluid right now 
and significantly impacted by the 
ongoing pandemic. It’s frankly really 
hard to know what the world’s going to 
look like a year or 2 years from now.

“

“



Key Takeaways: CLL

Fixed-duration and MRD-guided approach are very promising, but follow-up is too short to currently consider them SOC (1/3)

#67: Zanubrutinib in combination with venetoclax for patients with treatment-naïve CLL/SLL with del(17p): Early results from Arm D of the 
SEQUOIA (BGB-3111-304) trial (Tedeschi A, et al)
> Initial results are encouraging, but it remains unclear whether new-generation BTKi can replace ibrutinib in combination regimens such as 

CAPTIVATE; further follow-up is needed

#68: First-line treatment with ibrutinib plus venetoclax for CLL: Two-year post-randomization DFS results from the MRD cohort of the phase II 
Captivate study (Ghia P, et al)
> The overall response rates with this fixed-duration therapy in high-risk patients are impressive. With an additional year of follow-up, uMRD and 

responses seem to be sustained with fixed-duration treatment. That uMRD rates could further be improved with continued treatment in uMRD not 
confirmed populations is interesting and supports the notion that MRD-guided stop/start treatment with ibrutinib-venetoclax in R/R CLL is feasible and 
similar to what has been seen for CML; that said, experts would like to see more data and longer follow-up before considering this approach SOC

#69: Time-limited venetoclax and ibrutinib for patients with R/R CLL who have undetectable MRD – primary analysis from the randomized 
phase II Vision H0141 trial (Niemann CU, et al)
> Time-limited combination appears to be an excellent second-line approach for patients progressing after chemo-immunotherapy. That all patients who 

did become MRD+ were able to successfully reinitiate therapy to control their CLL is promising 

Dr Allan:
If you’re MRD negative, it’s very clear, I don’t think you need the continuation treatment, expect for limited high-risk patients, where you don’t 
really know. But those MRD-positive patients in CAPTIVATE with additional IV, there is more conversion to MRD negativity. You maybe get 
another half of the patients to convert and that may mean something. It looks like its plateauing at that year 2, so you may not need it indefinitely. 
You’ve got to give it a shot for another 2 years and if you get there, you get there. Otherwise, you maybe just back off to the ibrutinib.

“ “



Key Takeaways: CLL

Fixed-duration and MRD-guided approach are very promising, but follow-up is too short to currently consider them SOC (2/3)

#70: First prospective data on MRD outcomes after fixed-duration ibrutinib plus venetoclax vs chlorambucil plus obinutuzumab for first-line 
treatment of CLL in elderly or unfit patients: the GLOW study (Munir T, et al)
> The data are exciting and further support fixed-duration treatment as feasible in frontline CLL. The efficacy appears better than the SOC in all 

subgroups of patients. The fact that this is time limited and produces durable responses would allow patients to be off therapy for extended periods of 
time, which makes it very attractive

#71: A randomized phase III study of venetoclax-based time-limited combination treatments (RVe, GVe, GIVe) vs standard CIT (FCR/BR) in 
frontline CLL of fit patients: first co-primary endpoint analysis of the International Intergroup GAIA (CLL13) trial (Eichhorst B, et al)
> This represents another fixed-duration therapy that experts are excited about. While higher response rates with GVe alone had been anticipated, 

experts attribute these results to the rather arbitrary, single MRD point cutoff and expect that the rates will increase with more data. The increased 
incidence of deaths related to secondary malignancies in the non-CIT arms needs to be watched 

#395: A phase II study evaluating the addition of ublituximab and umbralisib to ibrutinib in patients with CLL: a MRD-driven, time-limited 
approach (Roeker LE, et al)
> Interesting data, but short follow-up

#641: Preliminary results of the Filo phase II trial for untreated fit patients with intermediate risk CLL comparing ibrutinib plus venetoclax vs 
FCR (Michallet AS, et al)
> Preliminary results show a lower BM MRD rate with the combination compared with FCR; however, the rate is expected to improve with longer follow-

up. The toxicity in both arms remains significant, with more hematologic and infectious toxicities in the FCR arm, but higher cardiac toxicity with the 
combination



Key Takeaways: CLL

Fixed-duration and MRD-guided approach are very promising, but follow-up is too short to currently consider them SOC (3/3)

In summary, experts find fixed-duration and MRD-guided approaches very promising, but agree that follow-up is too short to currently 
consider them SOC 
> Experts are particularly impressed by results from the ibrutinib plus venetoclax combination, and indicated that it would be their preferred regimen for 

finite therapy for most of their patients
− While results from CAPTIVATE are seen as impressive, experts would like to see further follow-up before considering fixed duration (vs 

continuous therapy) in high-risk patients
− From a logistic standpoint, fixed-duration ibrutinib plus venetoclax may prove a challenge for older patients, as it can be difficult for them to 

regularly come to the clinic, especially during the ramp-up phase
> There is a lot of potential in MRD-guided approaches, but currently available data are not (yet) sufficient to clearly understand how to optimally 

implement them; bigger patient samples and longer follow-up will be needed to be able to use MRD in an informed way

Dr Allan:
I think it [ibrutinib plus venetoclax] becomes my fixed-duration approach for most patients. I am not convinced that we can safely stop these 
really high-risk patients, though those data are looking encouraging in terms of how flat these lines are in the observation period of time, but 
short follow-up still.

“ “

Dr Tournilhac:
Even if I’m not absolutely sure how relevant MRD is with these agents, I would do a limited duration of time based on response. I would do that. I 
would stop.

“ “
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