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BACKGROUND

> On December 10, 2020, during the Virtual 62nd ASH Congress, Aptitude Health 
convened a group of experts in NHL and CLL to a small closed-session panel

> The goal of the panel was to discuss recent select studies presented at the ASH 
conference on NHL and CLL and their possible impact on real-world clinical 
practice

2



FACULTY EXPERTS
Chair 
Brad Kahl, MD
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AGENDA
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Time Topic Speaker/Moderator
5 min Welcome and Introductions Brad Kahl, MD 
10 min Advances in Early DLBCL Kieron Dunleavy, MD
10 min Discussion All
5 min Key Takeaways Brad Kahl, MD 
10 min Advances in Relapsed/Refractory DLBCL Raul Cordoba, MD, PhD
20 min Discussion All
5 min Key Takeaways Brad Kahl, MD 
10 min Advances in CAR T Paolo Caimi, MD 
20 min Discussion All
5 min Key Takeaways Brad Kahl, MD 
10 min Advances in MCL, FL, MZL John Allan, MD 
20 min Discussion All
5 min Key Takeaways Brad Kahl, MD 
10 min BREAK
10 min Advances in T-Cell Lymphoma and Others Stefan Barta, MD, MS
20 min Discussion All
5 min Key Takeaways Brad Kahl, MD 
10 min Advances in CLL Nitin Jain, MD
15 min Discussion All
5 min Key Takeaways Brad Kahl, MD 
5 min Wrap-up and Close Brad Kahl, MD 



Advances in Early DLBCL
Presenter: Kieron Dunleavy, MD
Moderator: Brad Kahl, MD



EARLY DLBCL: SELECTED ABSTRACTS (1/4)
597: Safety and Efficacy of Induction and Maintenance Avelumab Plus R-CHOP in 
Patients With DLBCL: Analysis of the Phase II AvR-CHOP Study 
E.A. Hawkes, et al
Background
> Phase II study of patients with untreated stage II–IV DLBCL receiving induction avelumab (anti–PD-L1 Ab) plus R followed 

by maintenance R-CHOP21 (6 cycles), then avelumab (Q2W for 6 cycles) if in CMR following R-CHOP
> Primary endpoint: rate of G3/4 irAEs
Results 
> Study met its prespecified primary endpoint of G3/4 irAE <30%;                                                               

among 28 patients, G3/4 irAEs included hepatitis (n = 1) and rash (n = 2)
> G3/4 overall toxicity: 79%, predominantly hematologic
> Post-AvR ORR: 60%, including 21% CMR
> Post–R-CHOP ORR: 89% (all CR)
> After median follow-up of 16 mo

− 1-year FFS: 76%
− 1-year OS: 89%
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Key takeaway: Experts were impressed by the results of the priming regimen, attributing avelumab’s success in this study to 
priming step and the fact that the patient population was previously untreated.

Responses to AvR priming only



EARLY DLBCL: SELECTED ABSTRACTS (2/4)
401: Single-Agent Mosunetuzumab Is a Promising Safe and Efficacious Chemotherapy-
Free Regimen for Elderly/Unfit Patients With Previously Untreated DLBCL
A.J. Olszewski, et al
Background
> Phase I/II study of single-agent mosunetuzumab, a CD20/CD3 bispecific Ab, as 

frontline therapy in elderly (≥80 years)/unfit patients (60–79 years and unable to 
receive full-dose chemo-immunotherapy) with untreated DLBCL

> Reported results from Cohort B, which was designed to evaluate the safety, PK, 
and preliminary efficacy of mosunetuzumab

Results 
> 19 patients received a median 6 cycles of treatment
> Any-grade TEAEs: 84% 
> Any-grade treatment-related AEs: 68%
> G3/4 AE: 37%; no fatal AEs were observed 
> TEAEs: CRS (47% [all G1]) and rash (21%); no severe NEs were observed
> ORR was 58% and CR rate was 42%
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Duration of responses and time on study

Key takeaway: Experts are cautiously optimistic about the preliminary efficacy of mosunetuzumab, with one saying that 1–2 
years’ follow-up is needed to more fully evaluate durability of response, and another suggesting mosunetuzumab could possibly 
be integrated into an R-miniCHOP regimen. 



EARLY DLBCL: SELECTED ABSTRACTS (3/4)
3028: A Phase Ib, Open-Label, Randomized Study to Assess Safety and Preliminary 
Efficacy of Tafasitamab (MOR208) or Tafasitamab + Lenalidomide in Addition to R-CHOP 
in Patients with Newly Diagnosed DLBCL: Analysis of the Safety Run-in Phase
D. Baleda, et al
Background
> First-MIND is a phase Ib randomized study of tafasitamab (an Fc-enhanced anti-CD19 Ab) plus R-CHOP (Arm A) or 

tafasitamab plus lenalidomide plus R-CHOP (Arm B) in patients with newly diagnosed DLBCL
> The primary objective was to assess safety; results from safety run-in were reported
Results 
> 36 patients randomized; results presented for 24 patients (Arm A, n = 13; Arm B, n = 11)
> Any-grade AEs: 111 in Arm A; 137 in Arm B 
> G≥3 neutropenia: 54% in Arm A; 46% in Arm B
> G≥3 thrombocytopenia: 8% in Arm A; 18% in Arm B 
> 23 SAEs were observed: 11 in Arm A; 12 in Arm B
> 1 SUSAR, Pneumocystis jirovecii pneumonia, was reported in Arm B 
> No treatment-associated deaths occurred
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Number of treatment-related AEs in safety run-in

Key takeaway: R-CHOP can be safely combined with tafasitamab ± lenalidomide in patients with treatment-naive DLBCL. 
Toxicities with tafasitamab-based regimens appear similar to what is expected with R-CHOP ± lenalidomide.



EARLY DLBCL: SELECTED ABSTRACTS (4/4)
533: Double-Hit Signature With TP53 Abnormalities Predicts Poor Survival in Patients 
With Germinal Center B-Cell Like (GCB) DLBCL Treated With R-CHOP
J.Y. Song, et al
Background
> Detailed genomic analysis of cases of de novo GCB DLBCL, including those patients with DH lymphoma (presence of MYC

and BCL2 and/or BCL6 translocations)
> The objective was to develop a molecular subtyping schema to risk-stratify patients with GCB DLBCL treated with R-CHOP
Results 
> 87 cases were divided into 4 groups with different survival rates

− GCB1 (DH positive, TP53 inactivation): poor survival 
− GCB2 (DH positive, TP53 wildtype): good survival 
− GCB3 (DH negative, EZH2 mutation and/or BCL2 translocation): intermediate survival
− GCB4 (DH negative, without EZH2 mutation or BCL2 translocation): excellent survival
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Key takeaway: Experts appreciated the ability of the DH/TP53 inactivation characteristics to predict poor survival in patients 
with GCB DLBCL receiving R-CHOP; experts called the study interesting and the findings robust. One expert said that this study 
showed, once again, that TP53 mutation is a bad prognostic factor.



EARLY DLBCL: DISCUSSION (1/2)
Bispecific antibody as first-line therapy
> The design of the mosunetuzumab trial was called “bold and innovative,” and one expert suggested that it 

paves the way for further exploration of chemotherapy-free regimens
> The high ORR and long DOR in this trial were viewed positively. One of the experts called the results both 

effective and interesting, but emphasized that longer follow-up is needed to understand if these patients will be 
able to stay in remission

> There was uncertainty about the need for a SC formulation of mosunetuzumab, as the current formulation is 
already seen as well tolerated. However, if it could alleviate CRS, a SC formulation would be welcome

> This noncurative mosunetuzumab regimen would have limited use as first-line therapy because most 
elderly/unfit patients can tolerate R-miniCHOP, a regimen with curative potential, due to the inclusion of an 
anthracycline

> The speaker identified mosunetuzumab as one of the targeted therapies showing the most promise in early 
DLBCL 

CD19 Ab-based combination therapy for frontline treatment
> Experts did not discuss the tafasitamab ± lenalidomide data, but the speaker did identify tafasitamab as one of 

the targeted therapies demonstrating the most promise in early DLBCL
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Immune checkpoint inhibition in the upfront setting
> Although the avelumab data were viewed favorably, the success of the trial was generally attributed to the 

specifics of the study rather than to any unique characteristics of avelumab itself. For instance, both the 
frontline setting and the priming part of the regimen were mentioned as potential reasons for the success of 
this trial

> The activity of the priming regimen of AvR was particularly impressive; the speaker mentioned that 1 patient 
even achieved a CR after only AvR priming

> Overall, the experts viewed these outcomes positively, expressing optimism for future first-line trials of immune 
checkpoint inhibition in DLBCL

Molecular subtyping for risk-stratification
> The ability of the DH signature combined with TP53 mutation to predict poor survival in patients with GCB 

DLBCL receiving R-CHOP was well received
> The identification of this high-risk subset is a robust finding, showing that, once again, p53 mutation is a bad 

prognostic factor
> One of the experts wondered if p53 mutations are more common in DH disease; no one knew the answer
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EARLY DLBCL: DISCUSSION (2/2)



Advances in R/R DLBCL
Presenter: Raul Cordoba, MD, PhD
Moderator: Brad Kahl, MD



R/R DLBCL: SELECTED ABSTRACTS (1/8)
598: Phase 1b/2 Study of ViPOR (Venetoclax, Ibrutinib, Prednisone, Obinutuzumab, and 
Lenalidomide) in R/R B-Cell Lymphoma: Safety, Efficacy and Molecular Analysis
C. Melani, et al
Background
> Phase I dose-escalation study of ViPOR in R/R B-cell lymphoma
> The objective was to test combination therapy targeting multiple survival pathways
Results 
> 53 patients were treated
> A single DLT was G3 intracranial hemorrhage occurring at dose level 1
> Hematologic AEs (cycles, %): thrombocytopenia (23%), neutropenia (23%), anemia (7%), FN (6%)
> Nonhematologic AEs (patients, %): mainly G1/2; diarrhea (67%), hypokalemia (56%), nausea (52%), rash (42%) 
> G3/4 nonhematologic AEs: hypokalemia (19%), diarrhea (8%), atrial fibrillation/flutter (6%)
> G4 TLS occurred in 1 patient (first Ven dose only)
> Among 43 evaluable patients, ORR was 70% and CR was 49%, with responses occurring across subtypes
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Key takeaway: Experts were pleased with the tolerability of ViPOR, noting that neutropenia and high-grade diarrhea rates were 
lower than expected. One expert suggested the low rate of neutropenia was because patients received prophylactic G-CSF. The 
CR rate was also viewed favorably by experts, particularly in the non-GCB subtype.



R/R DLBCL: SELECTED ABSTRACTS (2/8)
599: Polatuzumab Vedotin Plus Venetoclax With Rituximab in R/R DLBCL: Primary 
Efficacy Analysis of a Phase Ib/II Study
G. Gritti, et al
Background
> Phase Ib/II study of Pola-Ven-R in patients with R/R DLBCL
> The primary safety objectives were to determine the RP2D for Pola 

and Ven when given in combination with R and to evaluate the 
safety and tolerability of Pola-Ven-R. The primary efficacy endpoint 
was CR at the end of induction therapy 

Results 
> 57 patients received treatment
> DLT was not observed and max dose level was chosen as RP2D
> Most common G3/4 AEs were neutropenia (53%), infections (16%), 

and anemia (11%) 
> 7 (12%) patients had an AE that led to discontinuation of any study 

drug (Pola [n = 5]; Ven [n = 7]; R [n = 6])
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Key takeaway: Pola-Ven-R demonstrated a safety profile consistent with the known profiles of the individual drugs. Pola-Ven-R 
results were disappointing, because no efficacy advantage was demonstrated, particularly in duration of responses, compared 
with Pola-BR, which is already available in the clinic.



R/R DLBCL: SELECTED ABSTRACTS (3/8)
2099: Interim Results of Loncastuximab Tesirine Combined With Ibrutinib in DLBCL or 
MCL (LOTIS-3)
J. Depaus, et al
Background
> Phase I/II single-arm study of loncastuximab tesirine, an ADC, plus ibrutinib (BTKi) in R/R DLBCL or MCL
> The primary objectives of phase I are to characterize the safety and tolerability of loncastuximab with ibrutinib and to identify 

the recommended dose and schedule for phase II
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Key takeaway: The combination of loncastuximab and ibrutinib showed manageable toxicity in patients with R/R DLBCL or 
MCL, and safety data were consistent with the previously reported safety profile. Experts were impressed with the high CR rate 
of this combination regimen. 

Results 
> 34 patients (DLBCL, n = 28; MCL, n = 6)
> Any-grade TEAE rate was 85.3% overall and included 

thrombocytopenia (29.4%), anemia (20.6%), and fatigue, diarrhea, 
nausea, and rash (all 17.6%)

> G≥3 TEAEs: 41.2%
> Overall, ORR was 77.3% and CR was 45.5%



R/R DLBCL: SELECTED ABSTRACTS (4/8)
1183: Efficacy and Safety of Loncastuximab Tesirine (ADCT-402) in R/R DLBCL
P.F. Caimi, et al
Background
> Phase II single-arm study of loncastuximab monotherapy in patients with R/R DLBCL 

for whom established therapies failed
> Updated efficacy and safety results are presented
Results 
> 145 patients were evaluable for safety and efficacy
> ORR was 48.3% and CR was 24.1%
> Median DOR for responders (n = 70) was 10.3 months; durable responses were 

noted in patients with high-risk characteristics
> ORRs in high-risk subgroups: transformed disease (44.8%), aged 65–74 (45.8%), 

aged ≥75 (52.4%), double- or triple-hit DLBCL (33.3% [all CRs]), and prior CAR T 
therapy (46.2%)

> Any-grade TEAEs: GGT increased (40.7%), neutropenia (39.3%), thrombocytopenia 
(33.1%), and fatigue (27.6%) 

> G≥3 TEAEs: neutropenia (25.5%), thrombocytopenia (17.9%), GGT increased 
(16.6%), and anemia (10.3%) 
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Key takeaway: Loncastuximab showed encouraging and durable responses in high-risk patient groups, including double- or 
triple-hit, transformed or refractory DLBCL, and in patients who progressed after prior CAR T therapy. However, experts viewed 
efficacy with loncastuximab monotherapy as less impressive than with the loncastuximab plus ibrutinib combination regimen.



R/R DLBCL: SELECTED ABSTRACTS (5/8)
400: Odronextamab (REGN1979), a Human CD20 x CD3 Bispecific Ab, Induces Durable 
CRs in Patients With Highly Refractory B-Cell NHL, Including Patients Refractory to CAR 
T Therapy
R. Bannerji, et al
Background
> Phase I dose-escalation study of odronextamab, a 

CD20/CD3 bispecific Ab, in patients with R/R B-cell 
NHL

> Updated efficacy and safety results from dose 
escalation and early dose expansion are presented

Results 
> No DLTs were reported; MTD was not reached with 

doses up to 320 mg weekly
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Key takeaway: Odronextamab demonstrated encouraging single-agent activity in highly refractory patients with B-cell NHL. 
Durable CRs have been observed in both indolent and aggressive B-cell NHL, including in patients refractory to CAR T therapy. 

> The most frequent treatment-related AEs of any grade were pyrexia (76.4%), CRS (62.2%), and chills (48.0%)
> G3 CRS occurred in 8 patients (6.3%) and G4 CRS occurred in 1 patient (0.8%); most CRS occurred during the first 2 

weeks of step-up dosing and resolved within a median of 2 days with supportive care measures 



R/R DLBCL: SELECTED ABSTRACTS (6/8)
402: Subcutaneous Epcoritamab Induces CRs With an Encouraging Safety Profile 
Across R/R B-Cell NHL Subtypes, Including Patients With Prior CAR-T Therapy: 
Updated Dose Escalation Data
M. Hutchings, et al
Background
> Phase I/II dose-escalation study of SC epcoritamab, a CD20/CD3 bispecific Ab, in 

patients with R/R B-cell NHL
> Updated dose-escalation data, including initial results for the 48-mg RP2D and for 

patients with MCL, were presented
Results 
> There were no DLTs, FN events, or deaths due to treatment-related AEs
> With increased doses, TEAEs of special interest were consistent with previous reports: 

CRS (58% [all G1/2]), neurotoxicity (6% [G1, 3%; G3, 3%])
> Of the 4 patients with MCL, responses have been observed in 2 patients with blastoid 

variant MCL (1 CR; 1 PR)
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Key takeaway: SC epcoritamab demonstrated a favorable safety profile, with no G≥3 CRS events and limited neurotoxicity, in 
support of outpatient administration. Additionally, substantial single-agent efficacy was observed, including CRs in heavily 
pretreated patients. Experts pointed out both the favorable lack of high-grade CRS and the high CR rate at the higher doses.

Efficacy Results

https://ash.confex.com/data/abstract/ash/2020/0/2/Paper_133820_abstract_265983_0.png


R/R DLBCL: SELECTED ABSTRACTS (7/8)
403: Glofitamab Step-up Dosing Induces High Response Rates in Patients With Hard-to-
Treat Refractory or Relapsed NHL
M. Hutchings, et al
Background
> Phase I study of step-up dosing of glofitamab, a CD20/CD3 

bispecific Ab, in patients with R/R NHL
> Clinical data of step-up dosing of glofitamab in addition to 

obinutuzumab pretreatment were presented
Results 
> 38 patients received treatment
> ORR was 62.5% and CR rate was 40.6%
> Most common AEs were CRS (57.9%), pyrexia (31.6%), 

neutropenia, thrombocytopenia, and hypophosphatemia (28.9% 
each)

> No G≥3 neurologic events were reported
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Key takeaway: Step-up dosing of glofitamab allowed escalation to maximize efficacy, while minimizing the risk of increased 
CRS. High ORR and CMR rates were observed in patients for whom several lines of treatment had failed. Experts viewed this 
agent and its step-up dosing favorably due to both its safety profile and high CR rate.  

Incidence of CRS



R/R DLBCL: SELECTED ABSTRACTS (8/8)
126: A Once Daily, Oral, Triple Combination of BTK Inhibitor, mTOR Inhibitor and IMiD 
for Treatment of R/R Richter’s Transformation and De Novo DLBCL
A.R. Mato, et al
Background
> Phase I dose-escalation study of an all-oral regimen of DTRM-12 (irreversible BTKi), everolimus (mTOR inhibitor), and 

pomalidomide (an IMiD) in patients with R/R Richter’s transformation and de novo DLBCL
> Phase I results of this combination were presented
Results 
> 38 patients received treatment
> ORR was 62.5% and CR rate was 40.6%

− ORR was 46% in patients with Richter’s transformation and 45% in patients with DLBCL
> Most common AEs were CRS (57.9%), pyrexia (31.6%), neutropenia, thrombocytopenia, and hypophosphatemia (28.9% 

each)
> No G≥3 neurologic events were reported
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Key takeaway: This triplet combination has an acceptable safety profile with encouraging clinical activity both in Richter’s 
transformation and in DLBCL.



R/R DLBCL: DISCUSSION (1/2)
Combination therapy targeting multiple survival pathways using ViPOR
> The favorable tolerability of the 5-drug combination regimen was a nice surprise, particularly the lower-than-

expected neutropenia rate and high-grade diarrhea rate. The low rate of neutropenia was likely because 
patients received prophylactic G-CSF during the study

> Although the CR rate is favorable, overall, the 5-drug regimen provided limited gain in efficacy. However, it may 
work well in the non-GCB subtype

ADC as monotherapy or in combination
> Pola-Ven-R results were disappointing; no efficacy advantages were demonstrated, particularly in duration of 

responses, compared with Pola-BR, which is already available in the clinic 
> The toxicity profile of loncastuximab tesirine (Lonca) plus ibrutinib was manageable and consistent with 

previous reports 
> The CR rate with the Lonca plus ibrutinib combination was impressively high
> As monotherapy, loncastuximab had less-impressive activity against R/R DLBCL, but it was encouraging to 

see durable responses in a number of high-risk patient groups, including double- or triple-hit, transformed or 
refractory DLBCL, and in patients who progressed after prior CAR T therapy

> Lonca monotherapy also appears to be safe in an older population
> Experts believe that, once approved, Lonca will be practice changing
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Bispecific antibodies
> Experts expect bispecific antibodies to be practice changing in the future
> The 3 bispecific antibodies discussed, odronextamab, epcoritamab, and glofitamab, are largely similar for 

efficacy overall. However, they may have differences in specific populations that could guide treatment (eg, 
post-CAR T therapy)

> Both step-up dosing (eg, glofitamab) and SC formulation (eg, epcoritamab) are seen as positive steps to 
improve the safety profile of bispecific antibodies, particularly for patients who have less reserve to fight 
against CRS, such as older patients with tachycardia or hypertension

Novel BTK inhibitor, mTOR inhibitor, and IMiD combination therapy
> The trial of DTRM-12 plus everolimus plus pomalidomide was not extensively discussed by the experts, but the 

speaker called the myelosuppression observed during the trial “expected” and mentioned that the activity was 
seen in both Richter’s transformation and DLBCL 
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R/R DLBCL: DISCUSSION (2/2)



Advances in CAR T Therapy
Presenter: Paolo Caimi, MD 
Moderator: Brad Kahl, MD



CAR T-CELL THERAPY: SELECTED ABSTRACTS (1/8)
118: Safety and Preliminary Efficacy in Patients With R/R MCL Receiving Lisocabtagene 
Maraleucel in TRANSCEND NHL 001
M.L. Palomba, et al
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Key takeaway: With the low incidence of G≥3 CRS and NEs, experts suggested that liso-cel may be better tolerated than axi-
cel and may be used preferentially for this reason.

Background
> Phase I dose-escalation study of CD19-directed CAR T therapy, liso-cel, in patients with R/R MCL
> Primary endpoints were safety and ORR
Results 
> 41 patients underwent leukapheresis and 32 received liso-cel
> 56% of patients had SAEs 
> 84% had G≥3 TEAEs including neutropenia (41%), anemia (34%), and thrombocytopenia (31%)
> 50% of patients had CRS; all were G1/2 except for 1 case of G4 CSR
> 28% had NEs, including three G3 NEs
> G5 TEAEs occurred in 2 patients (TLS and cryptococcal meningoencephalitis)
> ORR was 84% and CR rate was 59%
> Median time to first CR was 1 mo



CAR T-CELL THERAPY: SELECTED ABSTRACTS (2/8)
700: Primary Analysis of ZUMA-5: A Phase 2 Study of Axicabtagene Ciloleucel (Axi-Cel) 
in Patients With R/R iNHL
C. Jacobson, et al
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Key takeaway: Axi-cel was viewed by experts as having a high CR rate, long DOR, and a low G3/4 CRS rate; the speaker 
questioned if these patients were really heavily pretreated. Experts were moderately enthusiastic about the potential for axi-cel 
to earn an indication in FL.

Background
> Phase II study of CD19-directed CAR T therapy, axi-cel, in patients with R/R FL and MZL
> Primary endpoint was ORR
Results 
> 146 patients received axi-cel treatment (FL, n = 124); 104 were efficacy evaluable 
> With median follow-up of 17.5 mo, ORR was 92% and CR rate was 76%
> ORR was comparable across key risk groups
> Median DOR, PFS, and OS were not reached
> G≥3 AEs occurred in 86% of patients
> G≥3 CRS occurred in 7% of patients, and G≥3 NEs occurred in 19% of patients
> G5 AEs occurred in 3 patients (multisystem organ failure, aortic dissection, and coccidioidomycosis infection)



CAR T-CELL THERAPY: SELECTED ABSTRACTS (3/8)
405: Interim Analysis of ZUMA-12: A Phase 2 Study of Axi-Cel as First-Line Therapy in 
Patients With High-Risk LBCL
S.S. Neelapu, et al
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Key takeaway: Axi-cel demonstrated significant clinical benefit, with high ORR and CR rate in ZUMA-12, which was the first 
study to evaluate CAR T therapy earlier in the course of disease (although not truly first-line, as stated in the abstract). Experts 
viewed the efficacy results as favorable for a high-risk group of patients.

Background
> Phase II study of axi-cel used as first-line therapy in patients with high-risk LBCL
> Primary endpoint was investigator-assessed CR
Results 
> 31 patients received axi-cel treatment; 12 were response evaluable 
> ORR was 92% and CR rate was 75%
> 75% of patients had ongoing responses at data cutoff
> Of 15 safety-evaluable patients, G≥3 AEs occurred in 80% of patients
> G≥3 CRS occurred in 20% of patients, and G≥3 NEs occurred in 27% of patients (all but 1 of these AEs [G1 tremor] resolved)
> No G5 AEs occurred



CAR T-CELL THERAPY: SELECTED ABSTRACTS (4/8)
736: CD22-Directed CAR T Cell Therapy Mediates Durable CRs in Adults With R/R LBCL 
After Failure of CD19-Directed CAR T Cell Therapy and High Response Rates in Adults 
With R/R B-Cell ALL
S.S. Neelapu, et al
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Key takeaway: In this ongoing phase I study, all patients achieved CR; these are durable in the LBCL cohort, but early relapses 
occurred in half of the ALL cohort. This study was notable for its uniform manufacturing success using fresh-to-fresh infusion 
(rapid production) in patients with prior CD19 CAR T therapy and its lack of G≥3 CRS or NE.

Background
> Phase I dose-escalation study of CAR22, a CD22-directed CAR T therapy, in patients with R/R ALL and R/R LBCL
> Primary objective was the successful manufacture of CAR22 and safety
Results 
> 9 patients received CAR22 treatment (LBCL, n = 3; ALL, n = 6); all 3 patients with LBCL had received prior CD19 CAR T 

therapy 
> 8 of 9 patients experienced CRS, but all were G1/2
> There were no cases of ICANS
> No G5 AEs occurred
> All 3 patients with LBCL had CR, which are ongoing with a median follow-up of 8.4 months
> All 6 patients with ALL had CR, but 3 patients relapsed after a median follow-up of 5.1 months



CAR T-CELL THERAPY: SELECTED ABSTRACTS (5/8)
600: Phase 1 Alexander Study of AUTO3, the First CD19/22 Dual Targeting CAR T Cell 
Therapy, With Pembrolizumab in Patients With R/R DLBCL
A.R. Ramakrishnan, et al
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Key takeaway: AUTO3 plus pembrolizumab induced CRs and demonstrated very low rates of CRS and NE. Speaker pointed 
out these patients were not too heavily pretreated, but this pembrolizumab-containing CAR T regimen shows promise.

Background
> Phase I study of AUTO3, a CD19/22 dual-targeting CAR T therapy, in combination with pembrolizumab in patients with R/R 

DLBCL
> Primary endpoints were frequency of DLTs and G3–5 AEs 
> An expansion cohort of 20 patients was added to evaluate safety and tolerability in an outpatient setting
Results 
> 33 patients received AUTO3 treatment; 29 were efficacy evaluable
> No DLTs were observed
> G≥3 TEAEs included neutropenia (57%), anemia (41%), and thrombocytopenia (37%) 
> G≥3 CRS was 2%
> G≥3 NE was 4%
> ORR was 69% and CR rate was 52%
> In the outpatient cohort, 12 patients have been leukapheresed and 3 have been dosed thus far



CAR T-CELL THERAPY: SELECTED ABSTRACTS (6/8)
404: Phase I Trial of MB-CART2019.1, a Novel CD20- and CD19-Targeting Tandem CAR, 
in Patients With R/R B-Cell NHL
P. Borchmann, et al
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Key takeaway: Feasibility and safety were highly favorable in this cohort of elderly R/R B-cell NHL patients, with no severe CRS 
or NE reported. Efficacy at dose level 2 is promising. This study is notable because it shows that fresh-to-fresh infusion is safe 
and effective (no manufacturing failures). 

Background
> Phase I dose-escalation study of MB-CART2019.1, a dual CD20- and CD19-targeting CAR, in patients with R/R B-cell NHL
> Primary objective was to evaluate MTD
Results 
> 12 patients, who were mostly elderly, received MB-CART2019.1 treatment
> No DLTs or G≥3 CRS or NE were observed
> All G1/2 CRS and NE (only G1 occurred) resolved completely
> One G5 AE occurred (disease progression)
> ORR was 75% and CR rate was 42%; at dose level 2, responses occurred in all 6 patients
> Responses are ongoing in 5 of 9 patients, with a maximum duration of 33 days at cutoff



CAR T-CELL THERAPY: SELECTED ABSTRACTS (7/8)
1194: Myc Expression and Tumor-Infiltrating T Cells Are Associated With Response in 
Patients (Pts) With Relapsed/Refractory Diffuse Large B-Cell Lymphoma (r/r DLBCL) 
Treated With Tisagenlecleucel in the JULIET Trial
U. Jaeger, et al
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Key takeaway: This study was not discussed during this meeting.

Background
> Phase II global study of tisagenlecleucel (tisa-cel) leading to approval of this CD19-targeting CAR T therapy, in patients with 

R/R DLBCL
> Updated efficacy results (median follow-up 40.3 mo), as well as associations with baseline Myc overexpression in tumor and 

TME characteristics, were presented
Results 
> Among the 61 patients with a response, the relapse-free probability was 60.4% at 24 and 30 months; median DOR was NR
> Median OS of patients with CR (n = 37) or PR (n = 7) at month 3 was NR; 80% of CR patients had an OS benefit of ≥20 months
> 73 tumor biopsies were Myc+ and 38 were Myc−; baseline Myc− status was associated with prolonged median DOR (NR vs 

19 mo), PFS (6.2 vs 2.5 mo), and OS (21 vs 7.8 mo)
> In the TME baseline biopsy analysis, lack or low frequency of tumor-infiltrating CD3+ T cells (≤3%; n = 16) was associated 

with shorter median PFS (2.2 vs 4.2 mo) and OS (7 vs 21 mo), compared with patients with >3% CD3+ T cells (n = 64) 
> Patients with the highest baseline frequency of LAG3+CD3+ cells (>20%; n = 12) had decreased median PFS (2.1 vs 4.2 mo) 

and OS (4.3 vs 21 mo) compared with patients with ≤20% LAG3+CD3+ T cells (n = 68)



CAR T-CELL THERAPY: SELECTED ABSTRACTS (8/8)
1149: Efficacy and Safety of Tisagenlecleucel in Adult Patients With R/R FL: Interim 
Analysis of the Phase 2 ELARA Trial
N.H. Fowler, et al

31

Key takeaway: This study was not discussed during this meeting. 

Background
> Phase II international study of tisa-cel, a CD19-targeting CAR T therapy approved for DLBCL, in patients with R/R FL
> Primary endpoint was CR rate by central review
Results 
> 97 of 98 enrolled patients received tisa-cel, and 52 were evaluable for efficacy
> 43% of patients received bridging therapy; 18% were treated as outpatients 
> CR rate was 65.4% in the ITT population and 71.1% in the PP population
> ORR was 82.7% in the ITT population and 84.8% in the PP population
> CR rate and ORR were consistent across key prognostic subgroups and per investigator assessment
> Among patients with a CR, the probability of response lasting ≥6 months was 89.7% 
> Overall, G≥3 AEs were experienced by 69% of patients; most common G≥3 AE was neutropenia (G3, 13%; G4, 15%) 
> CRS was all G1 (29%) or G2 (20%) and serious NEs were 10% (G3, 2%; all patients recovered)



CAR T-CELL THERAPY: DISCUSSION (1/2)
Approved CD19-directed CAR T products
> In TRANSCEND NHL 001, these early liso-cel results were impressive and liso-cel appears better tolerated 

than axi-cel. This may be a good competitor in MCL
> Because of its 4-1BB construct, liso-cel may have better persistence than axi-cel, which would make it more 

attractive for indolent disease. This should be studied further
> In ZUMA-5 axi-cel showed a high CR rate and long DOR (particularly in FL), along with a low G3/4 CRS rate. 

However, the survival curve has not yet plateaued and it is too early to know whether axi-cel is curative in 
indolent disease. The speaker argued that axi-cel may still be the best option in third line even if it is not 
curative, when compared against other potential therapies. This may be especially true in younger patients 
who are likely to be able to better handle the toxicity

> ZUMA-12 is not really frontline therapy, but it is earlier in the course of treatment than is typical. ORR was 
impressive for a high-risk group, and CRS was low. When comparing the product characteristics from ZUMA-
12 with ZUMA-1 (R/R patients), results suggest that the earlier T cells are collected, the more active is the 
product

> ZUMA-12 could provide a needed “off-ramp” strategy for patients with chemorefractory disease, because CAR 
T therapy uses a completely different mechanism of action
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Novel therapeutic CAR T therapies
> Experts suggested that newer, non-CD19 CAR T agents may overtake existing CAR T therapies
> They were encouraged by the promise of the tandem CAR T therapy approach
> Fresh-to-fresh infusion looks promising, with 2 studies showing 100% manufacturing success, suggesting a 

more rapid way to treat patients with CAR T therapy
> Important characteristics for new CAR T products will be manufacturing success, manufacturing speed, 

tolerability, and potential for outpatient administration
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CAR T-CELL THERAPY: DISCUSSION (2/2)



Advances in MCL, FL, 
and MZL
Presenter: John Allan, MD
Moderator: Brad Kahl, MD



MCL: SELECTED ABSTRACTS (1/3)
121: VLS-101, a ROR1-Targeting Antibody-Drug Conjugate, Demonstrates a Predictable 
Safety Profile and Clinical Efficacy in Patients With Heavily Pretreated MCL and DLBCL
M. Wang, et al

35

Key takeaway: VLS-101 demonstrated a manageable and predictable safety profile and encouraging efficacy, with durable 
responses in advanced MCL and DLBCL. Experts mentioned neuropathy as a potential concern and the need to identify the 
best histologies in which to test this agent.

Background
> Phase I dose-escalation study of VLS-101, a ROR1-targeting ADC, in patients with 

heavily pretreated MCL and DLBCL
> Primary objective was to refine estimates of MTD and recommended dosing regimen
Results 
> 32 patients were enrolled, including 15 patients with MCL 
> DLTs were G4 neutropenia and G3 diarrhea
> G4 neutropenia occurred in 28% of patients; G-CSF successfully ameliorated 

neutropenia
> On-study reversible G3 neuropathy occurred in 9% of patients; no G4 neuropathy 

occurred
> ORR was 47% (3 CR, 4 PR) for MCL cohort and 80% (2 CR, 2 PR) for DLBCL cohort
> 8 responding patients have ongoing responses ranging from 23 weeks to 58 weeks

https://ash.confex.com/data/abstract/ash/2020/3/7/Paper_136373_abstract_260919_0.jpg


MCL: SELECTED ABSTRACTS (2/3)
122: Venetoclax, Lenalidomide and Rituximab for Patients With R/R MCL – Data From 
the Nordic Lymphoma Group NLG-MCL7 (VALERIA) Phase I Trial: Stopping Treatment 
in Molecular Remission Is Feasible
M. Jerkeman, et al

36

Key takeaway: The triplet combination of Ven plus lenalidomide plus R showed a tolerable safety profile, although there is a 
high degree of neutropenia. This combination has efficacy in MCL, but experts were dubious that responses would be durable if
treatment is discontinued at MRD.

Background
> Phase Ib/II study of Ven plus lenalidomide plus R in patients with R/R MCL
> Primary endpoint was ORR at 6 months
> Objective was also to test the feasibility of stopping treatment in patients achieving MR
Results 
> 20 patients across phase Ib and II were evaluable for safety; 16 were efficacy evaluable 
> DLTs were G3/4 infection
> 19/20 patients had G3/4 neutropenia requiring G-CSF support and 6/20 patients had G3/4 

thrombocytopenia
> ORR was 56% (5 CR, 4 PR); median DOR was not reached after median follow-up of 5 months
> 6/6 patients evaluable for MRD have achieved MR in blood and 5/6 have achieved MR in 

bone marrow
> 7 patients with MR have stopped treatment 

https://ash.confex.com/data/abstract/ash/2020/3/7/Paper_133273_abstract_256442_0.png


MCL: SELECTED ABSTRACTS (3/3)
117: LOXO-305, A Next Generation, Highly Selective, Non-Covalent BTK Inhibitor in 
Previously Treated MCL, Waldenström's Macroglobulinemia, and Other NHL: Results 
From the Phase 1/2 BRUIN Study
M. Wang, et al
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Key takeaway: Experts were excited about a number of LOXO-305 outcomes, including safety (calling it “remarkably safe”) and 
efficacy (calling its activity in BTKi-refractory MCL patients “impressive” and “very durable”).

Background
> Phase I/II study of LOXO-305, a non-covalent BTKi, in patients with advanced B-cell malignancies
> Primary endpoint was MTD/RP2D identification
Results 
> 92 patients with refractory (to anti-CD20 Ab, chemotherapy, and BTKi) NHL were treated; 35 with MCL and 15 with WM 

were efficacy evaluable 
> There were no DLTs or dose reductions
> TEAEs included fatigue (16%) and diarrhea (15%)
> Among MCL, ORR was 51% (9 CR, 9 PR) overall and 65% (7 CR, 6 PR) at the RP2D
> Among WM, ORR was 60%



FL: SELECTED ABSTRACTS (1/3)
702: Mosunetuzumab Shows Promising Efficacy in Patients With Multiply Relapsed FL: 
Updated Clinical Experience From a Phase I Dose-Escalation Trial
S.E. Assouline, et al

Key takeaway: Experts expect mosunetuzumab will earn approval in FL and/or DLBCL in the near future. Due to the relative 
restriction of CRS to the first step-up cycle and its mainly G1/2 status, experts believe it would be possible to use this primarily 
as outpatient administration, which they view as a substantial advantage of this agent.

Background
> Phase I dose-escalation study of mosunetuzumab, a CD20/CD3 bispecific Ab, in patients with multiply relapsed FL
> Updated safety and efficacy data from patients with R/R FL treated with mosunetuzumab were presented 
Results 
> 62 patients were treated
> ORR was 68% and CR rate was 50%
> Median DOR was 20.4 months for all 42 responders and median PFS was 11.8 months
> SAEs were reported in 35% of patients
> G≥3 AEs included hypophosphatemia (23%) and neutropenia (21% [2% FN])
> CRS occurred in 23% of patients (SAE, n = 4); no patient required tocilizumab, vasopressors, or ICU admission for CRS
> NE occurred in 45% of patients (all G1/2) and included headache (24%) and insomnia (15%)
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FL: SELECTED ABSTRACTS (2/3)
2064: Tazemetostat Is Associated With Lower Risk for Safety Outcomes Versus the PI3Ks 
Idelalisib, Duvelisib and Copanlisib, in Patients With R/R FL Who Have Received ≥2 Prior 
Systemic Treatments: A Matching-Adjusted Indirect Comparison of Single-Arm Trials
S.E. Assouline, et al

39

Key takeaway: This study suggests that tazemetostat achieves similar efficacy outcomes compared with PI3K inhibitors. In 
addition, experts believe that tazemetostat has a better safety profile than these PI3K inhibitors and would place it ahead of 
PI3K inhibitors for that reason.

Background
> Single-arm study of tazemetostat, an oral EZH2 inhibitor, in patients with R/R FL
> Indirect comparison of single-agent tazemetostat with 3 single-arm PI3K inhibitor trials was conducted using matching-

adjusted indirect-comparison methodology
> Primary efficacy outcome was ORR
Results 
> 99 patients treated with tazemetostat were examined and compared with data on idelalisib, duvelisib, and copanlisib 
> ORR was similar after matching for tazemetostat vs all treatments (vs idelalisib: 43% vs 56%, P = .16; vs duvelisib: 48% vs 

47%, P = .91; vs copanlisib: 49% vs 61%, P = .11)
> Matched patients treated with tazemetostat had lower RR for all safety outcomes compared with all treatments, including any 

G≥3 TEAE (vs idelalisib: RR = 0.45; vs duvelisib: RR = 0.35; vs copanlisib: RR = 0.37; all, P <.001), any serious TEAE, and 
any TEAE leading to dose reduction, drug discontinuation, or interruption



FL: SELECTED ABSTRACTS (3/3)
2047: Analyzing Efficacy Outcomes From the Phase 2 Study of Single-Agent Tazemetostat 
as Third-Line Therapy in Patients With R/R FL to Identify Predictors of Response
G. Salles, et al

40

Key takeaway: In this posthoc exploratory analysis of the phase II tazemetostat trial, variables associated with heavily 
pretreated patients (ie, refractoriness to R and number of prior treatments) were identified as negative predictors of ORR. These 
data suggest that ORR is better in earlier lines of therapy. High LDH and refractoriness to R were predictors of poor PFS. 

Background
> Phase II study of tazemetostat as third-line therapy in patients with R/R FL
> Posthoc exploratory analysis of poor-prognosis factors were presented
> Primary endpoint was IRC-assessed ORR
Results 
> In the overall population of 99 patients treated with tazemetostat, ORR was 51%, median DOR was 11 mo, and median PFS 

was 12 mo  
> For ORR, the number of prior lines of therapy was identified as possibly predictive: 1 line, 66% vs 2 lines, 40%
> For DOR, refractoriness to R and number of prior lines of therapy were identified as possibly predictive
> For PFS, refractoriness to R, refractoriness to any treatment, and sex were identified as possibly predictive



MZL: SELECTED ABSTRACTS (1/2)
338: Phase 2 Study Evaluating the Efficacy and Safety of Parsaclisib in Patients With 
R/R MZL (CITADEL-204)
T.J. Phillips, et al

41

Key takeaway: BTKi-naive patients with R/R MZL achieved rapid and durable responses with parsaclisib. Comparable efficacy 
was observed in patients with weekly or daily dosing, and possibly better toxicity was observed in this study than would be 
expected with current administration schedule.

Background
> Phase II study of the PI3K inhibitor parsaclisib in patients with R/R MZL
> Preliminary results of parsaclisib in BTKi-naive patients were presented
> Primary endpoint was ORR
Results 
> 99 patients were treated; 94 were response evaluable 
> Median DOR was 9.3 months among all responders and 9.4 months in DG 
> Median PFS was 13.8 months overall and 11.5 months in DG
> Most common G≥3 TEAEs were neutropenia and diarrhea (8.1% each)
> The most common serious TEAEs were FN and pneumonia (5.1%, each)
> TEAEs leading to death occurred in 4 patients, with 2 events deemed 

treatment related: FN and sepsis 
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MZL: SELECTED ABSTRACTS (2/2)
339: Efficacy and Safety of Zanubrutinib in Patients With R/R MZL: Initial Results of the 
MAGNOLIA (BGB-3111-214) Trial
S. Opat, et al

42

Key takeaway: Preliminary results suggest zanubrutinib is active across R/R MZL subtypes. Low rates of atrial flutter were 
observed; neutropenia was the primary safety concern. It was suggested that this will provide another treatment option for 
patients with MZL in the future.

Background
> Phase II study of zanubrutinib, an irreversible BTKi, in patients with 

R/R MZL
> Preliminary results are presented
> Primary endpoint was IRC-assessed ORR
Results 
> 68 patients were treated; 67 were efficacy evaluable 
> Responses were observed in all subtypes
> Median DOR and median PFS were not reached
> Neutropenia was the most common G≥3 AE (7.3%)
> Treatment-related SAEs included atrial flutter, pyrexia, pneumonia, 

and thrombocytopenia (1 patient each)



MCL: DISCUSSION
ROR1-targeting ADC
> There is enthusiasm in the community that ROR1 is highly expressed selectively in malignant tissues, making 

ROR1 an attractive target
> Overall, there were no unexpected toxicities with VLS-101, but neuropathy was raised as a potential concern
> VLS-101 could be a nice option for patients with relapsed disease, but it will be important to identify the best 

histology with which to move forward
Ven plus Len plus R
> This triplet combination of Ven plus lenalidomide plus R has efficacy in MCL, but experts doubt that responses 

would be durable if treatment is discontinued at MRD negativity
> Experts are interested in seeing the data from this study in the future, but they do not believe this regimen has 

“moved the needle” on the management of these patients
BTK inhibition
> LOXO-305 was one of the agents the experts were most excited about at ASH
> Its safety profile includes very few serious toxicities and discontinuations due to AEs
> Despite most patients being refractory to a BTKi, LOXO-305 demonstrated an ORR around 50%, and these 

responses were very durable
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FL: DISCUSSION
Bispecific Ab
> The results of single-agent mosunetuzumab were seen as impressive and may lead to approval in the near 

future 
> Because CRS is primarily restricted to the first step-up cycle, it may be possible to administer mosunetuzumab 

in the outpatient setting (after the first cycle), which would be a significant advantage of this agent 
> Historically, R struggles to be effective in disease with lymph nodes >5 cm, so it will be interesting to see if 

mosunetuzumab will be able to overcome this in FL
> Bispecific Abs are a promising class of drugs; one expert with experience using this class of drugs said that 

although there is some toxicity, they can be used to rescue refractory patients
Tazemetostat 
> Posthoc exploratory analysis of the phase II tazemetostat trial shows, not surprisingly, that variables 

associated with heavily pretreated patients were predictive of outcome
> This phase II study was also used for indirect comparison of single-agent tazemetostat with 3 single-arm PI3K 

inhibitor trials. Because tazemetostat showed similar efficacy but better safety, experts would place it ahead of 
current PI3K inhibitors for patients with FL
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MZL: DISCUSSION
PI3K inhibition
> Parsaclisib was active in BTKi-naive R/R MZL, achieving rapid and durable responses
> Importantly, comparable efficacy was observed with weekly or daily dosing
> These data suggest possibly better toxicity with daily dosing 
BTK inhibition
> Zanubrutinib showed activity across R/R MZL subtypes
> It had low rates of atrial flutter but more neutropenia than is typically expected with BTKi
> This agent may join ibrutinib in the future as a treatment option for patients with MZL
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Advances in T-Cell 
Lymphoma and Others
Presenter: Stefan Barta, MD, MS
Moderator: Brad Kahl, MD



T-CELL LYMPHOMA AND OTHERS: SELECTED ABSTRACTS (1/5)
40: Multi-Center Phase II Study of Oral Azacitidine (CC-486) Plus CHOP as Initial 
Treatment for PTCL
J. Ruan, et al

47

Key takeaway: Experts were cautiously optimistic about these data, with one individual calling them early but encouraging. 
They suggested that most of the toxicities reported could be due to CHOP alone.

Background
> Phase II study of CC-486, oral azacitidine, plus CHOP in patients with PTCL
> Preliminary results were presented
> Primary endpoint was CR
Results 
> 21 patients were treated
> G3/4 hematologic toxicities included neutropenia (71.4%), anemia and FN (14.3% 

each), and thrombocytopenia (9.5%)
> G3/4 nonhematologic toxicities included fatigue (14.3%) and hyponatremia (14.3%)
> There has been no treatment-related mortality to date
> Estimated 1-year PFS for all patients was 56.8%, and the estimated 1-year OS for 

all patients was 74.4%



T-CELL LYMPHOMA AND OTHERS: SELECTED ABSTRACTS (2/5)
44: Duvelisib in Patients With R/R PTCL From the Phase 2 PRIMO Trial: Dose 
Optimization Efficacy Update and Expansion Phase Initial Results
B. Pro, et al

48

Key takeaway: The registrational PRIMO trial of duvelisib in R/R PTCL was viewed favorably by the experts but did not 
generate much enthusiasm. One expert called it “a nice option” in T-cell lymphoma, citing its oral formulation and some durable 
remissions as positive characteristics.

Background
> Phase II study of the PI3K inhibitor duvelisib in patients with 

R/R PTCL
> Mature dose-optimization results and initial dose-expansion 

results are reported
> Primary endpoint was investigator-assessed ORR
Results 
> 20 patients were evaluable for ORR
> ORR was 40% and CR rate was 30%
> Most frequent AEs observed were neutrophil count decreased 

(25%), ALT increased (21%), WBC decreased (21%), and 
lymphocyte count decreased (21%)



T-CELL LYMPHOMA AND OTHERS: SELECTED ABSTRACTS (3/5)
645: A Phase II Study of Pembrolizumab in Combination With Romidepsin 
Demonstrates Durable Responses in R/R TCL
S.P. Iyer, et al

49

Key takeaway: The combination of romidepsin and pembrolizumab in patients with R/R TCL demonstrates an ORR of 50%, 
which was durable; this combination had an acceptable safety profile. One expert was impressed with the durability of the CRs, 
but the hyperprogression is a major concern.

Background
> Phase II study of pembrolizumab plus romidepsin, a histone deacetylase 

inhibitor, in patients with R/R TCL
> Updated results were presented
> Primary objectives were to determine safety, tolerability, and ORR
Results 
> 20 patients were evaluable for ORR
> ORR was 50% 
> Of 9 patients with a CR, 4 have been off treatment for >1 year without 

relapse, and 2 are still on therapy after >2 years
> The most common G≥3 AEs were nausea (n = 1), vomiting (n = 1), and 

fatigue (n = 2)
> 4 patients experienced irAEs, including 2 with hyperprogression within 

the first 10 days of treatment 
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T-CELL LYMPHOMA AND OTHERS: SELECTED ABSTRACTS (4/5)
374: Effect of Pembrolizumab Monotherapy Versus Brentuximab Vedotin (BV) on Symptoms 
Associated With HRQoL in R/R cHL in the Randomized, Phase 3, KEYNOTE-204 Study
P.L. Zinzani, et al

50

Key takeaway: Experts were not surprised that pembrolizumab was more efficacious and better tolerated than BV. Despite this, 
concern about hyperprogressors dampened the enthusiasm surrounding this class of drugs.

Background
> Randomized phase III study of pembrolizumab vs BV in patients with R/R cHL
> Analysis of HRQOL data from the KEYNOTE-204 study were presented
Results 
> 296 patients were included in this analysis
> Improvements in fatigue and pain scores with pembrolizumab were observed at week 6 and remained stable up to week 48; 

BV exhibited a stable effect up to week 48
> No differences were observed over time for pembrolizumab and BV for the nausea/vomiting score
> Of patients who did not experience B symptoms (fever, night sweats, unexplained weight loss) at baseline, 9.4% in the 

pembrolizumab group and 12.1% in the BV group had symptoms during treatment; median time to first B symptom was not 
reached in either group (HR 0.44 [95% CI: 0.18–1.04]; two-sided P = .062) 

> For patients who had B symptoms at baseline, 95.2% in the pembrolizumab group and 75.0% in the BV group experienced 
resolution of symptoms during the study (risk ratio 1.27 [95% CI: 1.05–1.52]; two-sided P = .013)



T-CELL LYMPHOMA AND OTHERS: SELECTED ABSTRACTS (5/5)
646: Updates From Ongoing, First-in-Human Phase 1 Dose Escalation and Expansion Study 
of TTI-621, a Novel Biologic Targeting CD47, in Patients With R/R Hematologic Malignancies
S. Horwitz, et al

51

Key takeaway: Preliminary data from Part 4 indicate that weekly infusions of TTI-621 up to 1.4 mg/kg are well tolerated without 
dose-limiting or cumulative thrombocytopenia. Antitumor activity was seen at 1 mg/kg; dose escalation is continuing at 2 mg/kg. 
One expert called this activity modest and expressed concern about the thrombocytopenia, particularly if TTI-621 needs to be 
combined with another agent.

Background
> Phase I dose-escalation study of TTI-621, a CD47-binding fusion protein, in patients with R/R hematologic malignancies 

(Parts 1–3) and in patients with R/R CTCL (Part 4)
> Updates from the first-in-human study of TTI-621 were reported
Results 
> DLT of G4 thrombocytopenia was identified in Part 1; because it did not increase with dose, recovered within 2–4 days, 

and was not associated with clinical sequelae, the DLT criterion was modified to require a duration >72 hours 
> In Part 4, 15 patients were treated; 6 were efficacy evaluable
> G≥3 AEs occurred in 27% of patients: thrombocytopenia (n = 3), IRRs (n = 2), and exfoliative dermatitis (n = 1)
> Low-grade IRRs have occurred across doses in 8 patients
> Antitumor activity included 1 PR and 1 skin CR



T-CELL LYMPHOMA AND OTHERS: DISCUSSION (1/2)
CC-486
> Experts were cautiously optimistic about the data of CC-486 plus CHOP for PTCL, with one individual calling 

them early but encouraging
> Most of the toxicities reported in this study could be due to CHOP alone
> Other TCL studies have not shown promising efficacy, so it will be interesting to see the results of the phase 

II/III study
PI3K inhibition
> The registrational PRIMO trial of duvelisib in R/R PTCL was viewed favorably by the experts but did not 

generate much enthusiasm
> Duvelisib is a nice option in TCL due to its oral formulation, some durable remissions, and the dosing strategy 

that permits dosing decreases (because these agents are difficult to tolerate over time at higher doses) 
> Duvelisib is already commonly used off-label in patients with PTCL
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T-CELL LYMPHOMA AND OTHERS: DISCUSSION (2/2)
Immune checkpoint inhibition
> ORR of the romidepsin plus pembrolizumab combination in R/R TCL was only 50% but CRs were durable, 

which is impressive
> In the phase III KEYNOTE-204 study of patients with R/R cHL, pembrolizumab was both more efficacious and 

better tolerated than BV
> Despite this, concern about hyperprogression dampened the enthusiasm surrounding this class of drugs
> Chemotherapy can lead to immunogenic cell death, which could help checkpoint inhibitors, but it is still 

challenging to determine how to administer checkpoint inhibitors safely in these patients
CD47-targeting agent
> With CTCL patients, the goal is to not overtreat them, especially with cytotoxics
> The activity of TTI-621 in CTCL is modest
> Thrombocytopenia is a concern if this agent is combined with a partner; due to its modest single-agent activity, 

it would likely need to be part of a combination strategy
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Advances in CLL
Presenter: Nitin Jain, MD
Moderator: Brad Kahl, MD



CLL: SELECTED ABSTRACTS (1/6)
123: Ibrutinib (Ibr) Plus Venetoclax (Ven) for First-Line Treatment of CLL/SLL: 1-Year 
DFS Results From the MRD Cohort of the Phase 2 CAPTIVATE Study
W.G. Wierda, et al

55

Key takeaway: The 1-year DFS in patients randomized to placebo after ibrutinib plus venetoclax combination was similar to that 
of patients continuing ibrutinib, supporting a fixed-duration treatment that offers treatment-free remissions in patients with CLL/SLL. 
The depth of response achieved with this regimen is reflected in the 30-month PFS rate of ~95% across all treated patients. 
Experts agree that this study also provides support for the increasing role of MRD in the management of patients with CLL. 

Background
> Phase II study of ibrutinib plus Ven in patients with CLL/SLL (all patients received 3 cycles of ibrutinib lead-in followed by 12 

cycles of ibrutinib plus Ven)
> Analysis of MRD cohort, in which patients are randomized by MRD status to placebo or further treatment with ibrutinib, was 

presented to evaluate whether this regimen allows for treatment-free remission with uMRD
Results 
> 149 patients randomized (in the MRD cohort); 86 had confirmed uMRD                                                           

and were randomized to placebo or ibrutinib, and 63 did not have                                                             
confirmed uMRD and were randomized to ibrutinib ± Ven

> In the confirmed uMRD group, 1-year DFS rate was not significantly                                                              
different for the placebo (95.3%) vs ibrutinib (100%) groups (P = .1475)

> Most common G3/4 AEs were neutropenia (36%), hypertension (10%),                                                              
thrombocytopenia (5%), and diarrhea (5%)



CLL: SELECTED ABSTRACTS (2/6)
124: Continued Long Term Responses to Ibrutinib + Venetoclax Treatment for 
Relapsed/Refractory CLL in the Blood Cancer UK TAP CLARITY Trial
T. Munir, et al

56

Key takeaway: After 38 months, responses to ibrutinib plus Ven are sustained despite planned discontinuation of therapy in 
MRD– patients. The initial rate of disease depletion is highly predictive of MRD negativity in R/R CLL. 

Background
> Phase II study of ibrutinib plus Ven in patients with R/R CLL (all 

patients received 2 months of ibrutinib lead-in followed by ibrutinib 
plus Ven)

> Analysis of MRD cohort, in which patients are randomized by MRD 
status to placebo or further treatment with ibrutinib, was presented 
to evaluate whether this regimen allows for treatment-free 
remission with uMRD

Results 
> 54 patients were treated
> At month 38, MRD4-negative rates were 50% in peripheral blood and 40% in bone marrow
> MRD negativity correlates with >2-log depletion of cells within first 2 months
> Median PFS and OS not yet reached



CLL: SELECTED ABSTRACTS (3/6)
3138: Combined Ibrutinib and Venetoclax for First-Line Treatment for Patients With CLL: 
Focus on MRD Results
N. Jain, et al

57

Key takeaway: PFS and OS results for ibrutinib plus Ven were favorable. From cycle 12 to cycle 24, there was a 50% 
conversion of bone marrow MRD+ to uMRD with ongoing combination therapy. For this reason, the trial has been amended to 
allow another 12 cycles of the combination for patients who are MRD+ at cycle 24.

Background
> First-line study of ibrutinib plus Ven in patients with CLL (all patients received 3 cycles of 

ibrutinib lead-in followed by 24 cycles of ibrutinib plus Ven); patients with uMRD discontinued 
treatment and patients with MRD+ disease continued ibrutinib alone

> PFS and OS were assessed
Results 
> 80 patients were enrolled
> After 24 cycles of combination therapy, 56% achieved uMRD in bone marrow; overall, 75% 

achieved uMRD in bone marrow at any time
> For the 24 patients who were MRD+ at the end of cycle 12, 50% achieved uMRD in bone 

marrow at the end of cycle 24 with continued combination treatment 
> No pretreatment characteristics were correlated with achieving uMRD status at any time point
> 3 patients died: 2 due to infection issues (unrelated) and 1 due to pneumonia (possibly related)



CLL: SELECTED ABSTRACTS (4/6)
1307: MRD-Driven Time Limited Therapy With Zanubrutinib, Obinutuzumab, and 
Venetoclax (BOVen) in Previously Untreated CLL
J.D. Soumerai, et al
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Key takeaway: Experts were impressed with the high rate of uMRD after only a short duration of therapy with BOVen. This 
regimen also had a low rate of G≥3 neutropenia.

Background
> Phase II study of BOVen in patients with previously untreated CLL
> Patients were tested every 2 cycles for MRD status; those with uMRD discontinued therapy and entered surveillance
> Primary endpoint was rate of bone marrow uMRD
Results 
> 39 patients were enrolled and evaluable for toxicity; 37 were efficacy evaluable
> At a median follow-up of ≥14 months, uMRD in bone marrow was 84%
> Median time to uMRD in bone marrow was 6 months
> 77% of patients achieved uMRD and discontinued therapy after 8 months of BOVen treatment
> No recurrent MRD or disease progression has occurred
> G≥3 AEs included neutropenia (15%), thrombocytopenia, rash, and pneumonia (all 5%)



CLL: SELECTED ABSTRACTS (5/6)
543: Umbralisib Plus Ublituximab (U2) Is Superior to Obinutuzumab Plus Chlorambucil 
(O+Chl) in Patients With Treatment-Naïve and R/R CLL: Results From the Phase 3 Unity-
CLL Study
J.G. Gribben, et al
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Key takeaway: Experts suggested that umbralisib may have fewer immune toxicities than other PI3K inhibitors; the U2 regimen 
was called safer than idelalisib. Experts viewed the PFS with U2 positively and believe that umbralisib will earn approval and will 
be become the PI3K inhibitor of choice for patients with CLL. 

Background
> Phase III study of U2 vs O+Chl in patients with CLL, both treatment-naive and R/R disease
> Patients were randomized to U2 or O+Chl in a 1:1 ratio
> Primary endpoint was PFS
Results 
> 421 patients were randomized; 57% were treatment naive and 43% were R/R
> At a median follow-up of 36.2 months, U2 significantly prolonged PFS (median, 31.9 vs 

17.9 mo, HR 0.546; P <.0001)
> PFS improvement with U2 vs O+Chl was consistent across all subgroups examined, 

including treatment-naive patients (median, 38.5 vs 26.1 mo; HR 0.482) and R/R patients 
(median, 19.5 vs 12.9 mo; HR 0.601) 

> Median treatment duration was 23 months for U2 and 5 months for O+Chl

https://ash.confex.com/data/abstract/ash/2020/3/8/Paper_134783_abstract_266215_0.jpg


CLL: SELECTED ABSTRACTS (6/6)
542: LOXO-305, A Next Generation, Highly Selective, Non-Covalent BTK Inhibitor in 
Previously Treated CLL/SLL: Results From the Phase 1/2 BRUIN Study
A.R. Mato, et al
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Key takeaway: Experts were impressed by the results of this study. Not only do they favor its efficacy (to overcome BTK 
resistance), but they also described the safety data as impressive. They believe LOXO-305 may eventually move into the first-
line setting, possibly as part of a combination regimen. 

Background
> Phase I/II study of LOXO-305 in patients with previously treated CLL/SLL
> Primary endpoint was MTD/RP2D identification
Results 
> 94 patients with CLL/SLL were treated; 65 were efficacy evaluable 
> 84% of patients had received a prior BTKi
> There were no DLTs or dose reductions
> TEAEs included fatigue (16%) and diarrhea (15%)
> ORR was 57%; among 26 patients with at least 6 months of follow-up, 

ORR was 77%
> Of the 37 responding patients, all except 2 remain on therapy (1 

progressed and 1 achieved a PR and decided to undergo an allogeneic 
stem cell transplant)

https://ash.confex.com/data/abstract/ash/2020/0/7/Paper_134970_abstract_267389_0.jpg


CLL: DISCUSSION (1/2)
MRD assessment
> Experts agreed that CAPTIVATE provides support for the increasing role of MRD in the management of patients 

with CLL
> Experts use MRD to make treatment decisions, typically performing assessment at 6 months 
PI3K inhibitor combination regimens
> In the CAPTIVATE study, the 1-year DFS in patients randomized to placebo after ibrutinib plus Ven combination 

was similar to that of patients continuing ibrutinib, supporting a fixed-duration treatment that offers treatment-free 
remissions in patients with CLL/SLL achieving uMRD. The depth of response achieved with this regimen is 
reflected in the 30-month PFS rate of ~95% across all treated patients

> Experts noted that one of the patient preferences they need to consider when selecting a regimen is the typical 
preference for fixed-duration regimens 

> Criticisms of this study include too few patients (now down to 30 patients/arm) and insensitive MRD technique 
(should be more sensitive than 10-4)

> In the CLARITY study of ibrutinib and Ven (similar design to CAPTIVATE), experts were enthused to see 
confirmation that initial depletion of cells was highly predictive of MRD negativity later down the line

> After a median follow-up of ~3 years, the PFS and OS look highly favorable for R/R CLL
> In an MD Anderson-sponsored trial of ibrutinib and Ven in which patients with uMRD were examined, PFS was 

also favorable
61



CLL: DISCUSSION (2/2)
PI3K inhibitor combination regimens (cont.)
> The combination regimen U2, which includes umbralisib, appears to be safer than idelalisib
> Umbralisib may have fewer immune toxicities than other PI3K inhibitors
> Median PFS with U2 is better than with O+Chl, but there was some disappointment that it was not more 

prolonged in the first-line setting (not as good as PFS with other competing regimens, such as ibrutinib [44 mo 
from RESONATE trial])

> Experts believe umbralisib will earn approval, becoming the PI3K inhibitor of choice for patients with CLL
BTK inhibition
> LOXO-305 was one of the agents the experts were most excited about at ASH. Its safety profile is very 

impressive, with very few serious toxicities and discontinuations due to AEs
> It is important to note that responses to LOXO-305 in CLL continue to improve over time and can overcome 

BTKi resistance
> The combination regimen BOVen, which includes zanubrutinib, produced a very high rate of uMRD after only a 

short duration of therapy. Experts are interested in the durability of responses after treatment discontinuation, 
particularly since patients stopped treatment so early in this study

> The BOVen regimen also had a favorably low rate of G≥3 neutropenia
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–, negative

+, positive

Ab, antibody

ADC, antibody-drug conjugate

AE, adverse event

ALL, acute lymphoblastic leukemia

ALT, alanine aminotransferase

ASH, American Society of Hematology

Av, avelumab

axi-cel, axicabtagene ciloleucel

BOVen, zanubrutinib, obinutuzumab, and venetoclax

BR, bendamustine-rituximab

BTK, Bruton tyrosine kinase

BTKi, Bruton tyrosine kinase inhibitor

BV, brentuximab vedotin

CAR T, chimeric antigen receptor T cell

cHL, classical Hodgkin lymphoma

CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisone

CLL, chronic lymphocytic leukemia

CMR, complete metabolic response

CR, complete remission/response

CRS, cytokine release syndrome

CTCL, cutaneous T-cell lymphoma 

DFS, disease-free survival

DG, daily-dosing group

DH, double hit

DLBCL, diffuse large B-cell lymphoma

DLT, dose-limiting toxicity

DOR, duration of response

EZH2, enhancer of zeste homolog 2

FFS, failure-free survival
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FL, follicular lymphoma

FN, febrile neutropenia

G, grade

GCB, germinal center B-cell like 

G-CSF, granulocyte colony-stimulating factor

GGT, gamma-glutamyl transferase

HR, hazard ratio

HRQOL, health-related quality of life

ICANS, immune effector cell-associated neurotoxicity syndrome

ICU, intensive care unit

IMiD, immunomodulatory imide drugs

iNHL, indolent non-Hodgkin lymphoma

irAE, immune-related adverse event

IRC, independent review committee

IRR, infusion-related reaction

ITT, intent to treat

LBCL, large B-cell lymphoma

LDH, lactate dehydrogenase

liso-cel, lisocabtagene maraleucel

Lonca, loncastuximab tesirine

MCL, mantle cell lymphoma

MR, molecular remission

MRD, minimal residual disease

MTD, maximum tolerated dose

mTOR, mechanistic target of rapamycin

MZL, marginal zone lymphoma

NE, neurologic event

NHL, non-Hodgkin lymphoma

NR, not reached

O+Chl, obinutuzumab plus chlorambucil
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ORR, objective response rate

OS, overall survival

PD-L1, programmed cell death protein 1 ligand 1 

PFS, progression-free survival

PI3K, phosphoinositide 3-kinase

PK, pharmacokinetics

Pola, polatuzumab vedotin  

PP, per protocol

PR, partial remission/response

PTCL, peripheral T-cell lymphoma

Q2W, every 2 weeks

R, rituximab

R/R, relapsed/refractory

RP2D, recommended phase II dose

RR, relative risk

SAE, serious adverse event

SC, subcutaneous

SLL, small lymphocytic leukemia

SUSAR, suspected unexpected serious adverse reaction

TCL, T-cell lymphoma

TEAE, treatment-emergent adverse event

tisa-cel, tisagenlecleucel

TLS, tumor lysis syndrome

TME, tumor microenvironment

U2, umbralisib plus ublituximab

uMRD, undetectable minimal residual disease

Ven, venetoclax

ViPOR, venetoclax, ibrutinib, prednisone, obinutuzumab, and lenalidomide

WBC, white blood cell

WM, Waldenström macroglobulinemia
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