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BACKGROUND

> On June 3, 2020, Aptitude Health brought together a group of scientists and 
clinical investigators with expertise in non-Hodgkin lymphoma (NHL) and chronic 
lymphocytic leukemia (CLL) to attend an expert panel

> The goal of the expert panel was to discuss the latest therapeutic developments 
and translational research in NHL and CLL treatment, apply these advances to 
dynamic and oftentimes individualized clinical decision-making, and explore how 
emerging data will affect ongoing research, development of new compounds, and 
future treatment paradigms
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AGENDA
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Time (CEST/CDT) Topic Speaker/Moderator

15.30 / 8.30 AM (5 min) Welcome and Introductions Franck Morschhauser, MD, PhD, Thomas Witzig, MD 

15.35 / 8.35 AM (10 min) Update on DLBCL Thomas Witzig, MD

15.45 / 8.45 AM (20 min) Discussion Franck Morschhauser, MD, PhD

16.05 / 9.05 AM (5 min) Key Takeaways Thomas Witzig, MD

16.10 / 9.10 AM (10 min) Update on FL and MCL Franck Morschhauser, MD, PhD

16.20 / 9.20 AM (20 min) Discussion Thomas Witzig, MD 

16.40 / 9.40 AM (5 min) Key Takeaways Franck Morschhauser, MD, PhD

16.45 / 9.45 AM (10 min) Update on T-Cell Lymphoma Raul Cordoba, MD, PhD

16.55 / 9.55 AM (20 min) Discussion Thomas Witzig, MD 

17.15 / 10.15 AM (5 min) Key Takeaways Raul Cordoba, MD, PhD

17.20 / 10.20 AM (10 min) Update on CLL Barbara Eichhorst, MD

17.30 / 10.30 AM (20 min) Discussion Franck Morschhauser, MD, PhD

17.50 / 10.50 AM (5 min) Key Takeaways Barbara Eichhorst, MD

17.55 / 10.55 AM (5 min) Summary and Closing Remarks Franck Morschhauser, MD, PhD, Thomas Witzig, MD 



QUOTES (1/2)
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“[T-cell lymphoma], if you get a CR this is your one shot at a durable long-

term outcome.”

– Stephen M. Ansell, MD, PhD

“[DLBCL] Duration of response is always important, because you can have 

a high response rate with very short duration and it doesn’t make as much 

sense, or not as useful.”

– Thomas Witzig, MD

“[CNS relapse in MCL] As we have better outcomes, we start to see 

strange disease behavior. For example ovarian cancer, as outcomes got 

better, CNS relapses actually were more frequently seen.”

– Stephen M. Ansell, MD, PhD 



QUOTES (2/2)
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“We are seeing more and more chemo-free combinations in MCL, FL and 

CLL, we are still struggling in DLBCL where we rely on the classical R-

CHOP combination. [...] Immunotherapies are for DLBCL the most 

promising drugs and hopefully in the next year we will have other clinical 

trial designs with those.”

– Thomas Witzig, MD

“[CLL] I think now with the new technologies, we really should try to get rid 

of testing the bone marrow. We’d rather find smart examples how we can 

predict the course of the disease by measuring in the peripheral blood. ”

– Barbara Eichhorst, MD

“[Ibrutinib and venetoclax] How will the response and the relapse situation 

be if you already used the 2 most active agents we have in CLL right now?”

– Barbara Eichhorst, MD



Update on DLBCL

THOMAS WITZIG, MD



S232: INOTUZUMAB OZOGAMICIN PLUS R-CVP IS A FEASIBLE AND EFFECTIVE REGIMEN FOR 
FRONTLINE TREATMENT OF DLBCL IN PATIENTS WHO ARE UNFIT FOR R-CHOP: RESULTS OF 
A RANDOMISED PHASE 2 UK NCRI TRIAL. FIRST AUTHOR: ELIZABETH PHILLIPS

Background

> In a phase II trial, inotuzumab ozogamicin (InO) plus rituximab, cyclophosphamide, vincristine, prednisone (R-
CVP) was used to treat frail diffuse large B-cell lymphoma (DLBCL) patients. InO is a CD22-directed chemo-
immuno conjugate

> The standard treatments for these patients are mini–R-CHOP (rituximab, cyclophosphamide, doxorubicin, 
vincristine, prednisone) that includes reduced-dose anthracyclines or treatment without anthracyclines

> In the randomized phase of this trial, InO or gemcitabine was added to R-CVP

> The primary endpoint was 15% progression-free survival (PFS) improvement between the 2 arms

> Sample size was 129 patients, median age was 79 years (range, 59–88)

Results

> The overall response rate (ORR) was 75% in the InO plus R-CVP arm, and 58% for the gemcitabine plus R-
CVP arm

> Efficacy outcomes were similar, but favored InO plus R-CVP combination with PFS hazard ratio (HR) 0.81 and 
overall survival (OS) HR 0.84

> These are encouraging results in elderly patients who cannot tolerate anthracyclines, with a PFS curve at 
almost 5 years
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S233: INITIAL RESULTS OF A PHASE 2 STUDY OF LONCASTUXIMAB TESIRINE, A NOVEL 
PYRROLOBENZODIAZEPINE-BASED ANTIBODY-DRUG CONJUGATE, IN PATIENTS WITH 
RELAPSED OR REFRACTORY DIFFUSE LARGE B-CELL LYMPHOMA. FIRST AUTHOR: CARMELO 
CARLO-STELLA

Background

> A phase II trial with single-agent loncastuximab tesirine (Lonca) in patients with relapsed DLBCL. Lonca is a 
CD19-directed chemo immunoconjugate 

> Some patients were high-grade, some had primary mediastinal disease, but most were typical DLBCL patients

> Patients received a median of 3 cycles of Lonca

> Sample number was 145 patients

Results

> The presentation by Dr Carlo-Stella showed very promising clinical outcomes with Lonca in refractory DLBCL

− ORR was 48.3% (95% CI: 39.9–56.7) with complete remission (CR) rate of 24.1% (95% CI: 17.4–31.9)

− The duration of response (DOR) was also impressive, with a median of 10.25 months
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EP1284: INTERIM RESULTS OF A PHASE 1/2 STUDY OF LONCASTUXIMAB TESIRINE (LONCA) 
COMBINED WITH IBRUTINIB IN ADVANCED DIFFUSE LARGE B-CELL LYMPHOMA (DLBCL) OR 
MANTLE CELL LYMPHOMA (MCL). FIRST AUTHOR: JULIEN DEPAUS

Background

> A phase I/II trial with Lonca combined with ibrutinib in 
DLBCL and MCL

> The phase I part was followed by phase II, where 
patients received ibrutinib, and Lonca was added in 
every 3 weeks

Results

> A robust response rate of 66.7% was observed and 
the CR rate was 50%

> 8/17 patients showed ongoing response in the 
swimmer plot presented on the poster

> Adverse events (AEs) included some minor liver 
toxicities that were reversible
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S234: EFFICACY AND SAFETY OF ATEZOLIZUMAB + OBINUTUZUMAB + VENETOCLAX IN 
PATIENTS WITH RELAPSED OR REFRACTORY DIFFUSE LARGE B-CELL LYMPHOMAS: 
PRIMARY ANALYSIS OF A PHASE 2 TRIAL FROM LYSA. FIRST AUTHOR: CHARLES HERBAUX

Background

> A phase II trial with the addition of atezolizumab to obinutuzumab and venetoclax in relapsed or refractory 
(R/R) DLBCL

> The primary endpoint was ORR in 58 patients

Results

> The ORR was 24% with 18% complete metabolic response (CMR). The DOR was not clearly stated

− “All 3 treatments were stopped in 78% of patients, mostly for progressive disease”

− “To date, these responses seem durable, with only 3 reported relapses”

> Most of the patients received 4 cycles instead of the planned 6–8 cycles

> Checkpoint inhibitors have had difficulty finding a place in large cell lymphoma
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S238: RE-MIND STUDY: COMPARISON OF TAFASITAMAB + LENALIDOMIDE (L-MIND) VS 
LENALIDOMIDE MONOTHERAPY (REAL-WORLD DATA) IN TRANSPLANT-INELIGIBLE PATIENTS 
WITH RELAPSED/REFRACTORY DIFFUSE LARGE B-CELL LYMPHOMA. FIRST AUTHOR: PIER 
LUIGI ZINZANI

Background

> A phase II trial with tafasitamab in combination with lenalidomide in R/R DLBCL

> Tafasitamab is a CD19-directed cold antibody

> The L-MIND study showed remarkable responses in DLBCL. The RE-MIND study compared the combination 
with real-world data of lenalidomide in patients with matched characteristics of those who were in the L-MIND 
study

Results

> Of 490 patients accrued, 140 were matched to the L-MIND characteristics

> The response rate was 67% with tafasitamab plus lenalidomide, compared with 34% with lenalidomide alone 
in the real world

> OS was favorable for the combination, with HR 0.47

> CR rate was higher in the combination, with 40% vs 12% in the real world
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EP1201: LONG-TERM OUTCOMES FROM THE PHASE II L-MIND STUDY OF TAFASITAMAB 
(MOR208) PLUS LENALIDOMIDE IN PATIENTS WITH RELAPSED OR REFRACTORY DIFFUSE 
LARGE B-CELL LYMPHOMA. FIRST AUTHOR: GILLES SALLES

Background

> An update of the L-MIND study with long-term clinical efficacy of tafasitamab plus lenalidomide in R/R DLBCL 
was reported at EHA 2020

> Sample size was 80 patients; there were no new patients 

Results

> The ORR was 59% with a 41% CR rate. Median DOR was 34.6 months

> The proportion of patients in remission showed a long, flattening curve
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SADAL STUDY (1/2)

> EP1226: EFFICACY AND SAFETY OF SINGLE AGENT ORAL SELINEXOR IN PATIENTS WITH 
PRIMARY REFRACTORY DIFFUSE LARGE B-CELL LYMPHOMA (DLBCL): A POST-HOC 
ANALYSIS OF THE SADAL STUDY. First Author: Josee M. Zijlstra

> EP1244: EFFECT OF PRIOR THERAPY ON THE EFFICACY AND SAFETY OF ORAL 
SELINEXOR IN PATIENTS WITH RELAPSED/REFRACTORY (R/R) DIFFUSE LARGE B-CELL 
LYMPHOMA (DLBCL): A POST-HOC ANALYSIS OF THE SADAL STUDY. First Author: George 
Follows

> EP1260: SURVIVAL AMONG PATIENTS WITH RELAPSED/REFRACTORY (R/R) DIFFUSE 
LARGE B-CELL LYMPHOMA (DLBCL) TREATED WITH SINGLE AGENT ORAL SELINEXOR IN 
THE SADAL STUDY. First Author: Marie Maerevoet

> EP1328: COMPREHENSIVE ASSESSMENT OF MOLECULAR MARKERS OF SELINEXOR 
RESPONSE IN PATIENTS WITH DIFFUSE LARGE B-CELL LYMPHOMA (DLBCL). First Author: 
Christopher Walker
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SADAL STUDY (2/2)

Background

> A phase IIb study of selinexor, a first-in-class oral CRM1 inhibitor, in R/R DLBCL

> CRM1 is a nuclear transport protein that pumps proteins out of the nucleus into the cytoplasm. It is approved 
for 1 disease indication: relapsed multiple myeloma (MM), at a dose of 80 mg twice/week

> In DLBCL, selinexor produced a response rate of 28%, with 12% CR; DOR was 9.3 months

Results

> EP1226: Analysis of the primary-refractory group; ORR was 22.7%, DOR was 4.8 months

> EP1244: Analysis of prior therapies showed no correlation between efficacy and number of prior treatments. 
Patients with prior autologous stem cell transplant (ASCT) did much better, with DOR of 23 months vs 9.3 
months without ASCT 

> EP1260: There was no difference in OS whether the tumor was germinal center B-cell like (GCB) or non-GCB. 
Median OS was 9.1 months; patients with CR or partial remission (PR) showed 1-year OS of 87%. 
Nonresponders showed poor 4-month median OS vs responders (18 months)

> EP1328: Some molecular markers of response were present. Nonresponders tended to have more mutations 
in KMT2D and SRRM2; identifying these mutations will help decide future combinations
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DISCUSSION ON DLBCL: CLASSIFICATION

> The role of cell of origin is dynamically changing in DLBCL, and a new molecular classification for 
DLBCL is being developed 

− Identification of GCB subtype and non-GCB subtype is important at diagnosis. However, today it remains a 
challenge to select a treatment on the basis of this information that would result in a better outcome for 
patients. Assessing cell of origin should remain part of clinical trials, but it has marginal relevance for 
clinical practice at the moment

− Trials in later lines with new agents are including all DLBCL subtypes, and the response could be very 
similar

• For example, lenalidomide used as single agent in later line with 150 patients did not show a difference in response 
between GCB and non-GCB subtypes

• A large phase III trial will start in 2021 with R-CHOP plus tafasitamab with or without lenalidomide in untreated 
DLBCL patients, with all different cells of origin (Pier-Luigi Zinzani)

> It is very important to monitor the response to therapy using positron emission tomography (PET) 
after 2–3 cycles, but there is no clear strategy for those patients who do not show rapid response

− Liquid biopsy and next-generation sequencing (NGS) can be very helpful in identifying treatment 
responses, but it is challenging to use NGS as a predictor of benefit. The advisors agreed that more clinical 
data are needed to establish NGS as a reliable tool in DLBCL
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DISCUSSION ON DLBCL: FRONTLINE

> The treatment of frail patients with DLBCL is an unmet need, as they cannot tolerate intensive 
chemotherapy. The phase II trial with InO added to R-CVP showed promising results in the frontline 
setting

− It is important to note that those patients who received placebo plus R-CVP showed promising response 
rates as well. This confirmed the importance of R-CVP for frail DLBCL patients 

− Another possible treatment option for these patients is mini–R-CHOP with lower doses of anthracyclines

− The advisors agreed that both R-CVP and mini–R-CHOP are feasible options for frail patients. There is a 
direct comparison between these regimens 

> There is ongoing research in the frontline treatment of DLBCL with R-CHOP combinations plus 
targeted therapies. These combinations may be good strategies for high-risk, non-GCB patients

> The results of R-CHOP plus enzastaurin and R-CHOP plus polatuzumab are pending

− POLARIX, a large phase III trial with polatuzumab plus R-CHP vs R-CHOP, is ongoing in frontline DLBCL

> Patients who achieved CR in frontline may do better in later treatment than patients with PR. 
Patients with PR may also benefit from ASCT

− Those patients who relapsed after 6 months can be salvaged with a new chemotherapy regimen, and if the 
patient achieves CR at this point, ASCT is the next step. Patients who relapsed earlier than 6 months 
should be considered as chemo-refractory, and require different treatment strategy
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DISCUSSION ON DLBCL: RELAPSED/REFRACTORY (1/2)

> The typical benchmarks of a novel drug for R/R DLBCL are

− ORR 25%–30%

− DOR ≥6 months

> Long-term follow-up of the L-MIND study showed durable response to the combination of tafasitamab plus 
lenalidomide. The RE-MIND study compared the outcomes of tafasitamab plus lenalidomide from the L-MIND 
study with lenalidomide real-world data, and showed that the L-MIND study results are comparable to real-
world single-agent experience with lenalidomide in patients with characteristics matched to the trial

− Patients in remission with 34.5 months DOR showed a flattening curve that is very promising in the relapsed setting

− The advisors agreed that lenalidomide has the potential to move up to the frontline setting in combination with R-CHOP 
or R2-CHOP

> In the R/R setting the Lonca plus ibrutinib combination showed encouraging and durable responses in non-
GCB DLBCL. This trial is also enrolling MCL patients

− Ibrutinib works well in MCL, but not in advanced, relapsed DLBCL

− Single-agent Lonca also shows promising and durable clinical outcomes; however, longer follow-up is needed

− A recent amendment to the presented Lonca plus ibrutinib clinical trial protocol adjusted the treatment schedule to 2 
cycles of Lonca followed by ibrutinib. This change has already managed to reduce the toxicities seen with Lonca. The 
amendment also allowed GCB patients to be enrolled in the trial
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DISCUSSION ON DLBCL: RELAPSED/REFRACTORY (2/2)

> The combination of atezolizumab with obinutuzumab and venetoclax in R/R DLBCL showed 
acceptable CR rates; however, the DOR was not clearly presented. Further follow-up is needed

− Patients received fewer than the planned number of treatment cycles, and the advisors agreed that this is 
typical for the R/R patient population enrolled in this trial that is very difficult to treat

− Obinutuzumab is commonly used for CLL and follicular lymphoma (FL), and venetoclax improved patient 
outcomes for lower-grade lymphomas and CLL

> Selinexor showed some promising responses. In the R/R setting, those patients who received a 
prior transplant showed longer DOR; however, those patients might have been in better shape. 
Nonresponders had more mutations in KMT2D and SRRM2

− Nonresponders did very poorly in the SADAL study. This was the last treatment these patients received. It 
is important to note that these patients did not have the opportunity to receive chimeric antigen receptor T-
cell (CAR T) therapy
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DISCUSSION ON DLBCL: NOVEL THERAPIES

> Immune checkpoint inhibitors combined with chemotherapies have a strong rationale; however, 
single-agent immune checkpoint inhibitors have shown disappointing results in DLBCL

− Administering chemotherapy with immune checkpoint treatment may eliminate all the completely 
suppressed exhausted and unused T cells. These reproliferate quickly, and are not necessarily depleted for 
very long. In theory, this approach could encourage new activated T cells

> Bispecific antibodies have shown promising results in DLBCL, and antibody-drug conjugates are 
also encouraging

> Clinical investigation is ongoing with CD47 antibodies. Anti-CD47 antibody therapy activates the 
innate immune system by attracting macrophages to the tumor. The dosing strategy needs to be 
carefully adjusted because of the activated macrophages’ effect on red blood cells and platelets

> In primary mediastinal B-cell lymphoma, R-CHOP and dose-adjusted EPOCH (etoposide, 
prednisone, vincristine, cyclophosphamide, doxorubicin) are accepted strategies. In Italy, these 
patients are treated in first line with the MACOP-B (methotrexate, doxorubicin, cyclophosphamide, 
vincristine, bleomycin, prednisone) regimen, with great success (CR ratio of ~80% and disease-free 
survival ~85% after 7–8 years)

> CAR T will also gain a presence in R/R DLBCL. These therapies were not discussed during this 
meeting 
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Update on FL and MCL

FRANCK MORSCHHAUSER, MD, PHD



MCL ABSTRACTS – S228: IBRUTINIB, VENETOCLAX PLUS OBINUTUZUMAB IN NEWLY 
DIAGNOSED MANTLE CELL LYMPHOMA PATIENTS. FIRST AUTHOR: STEVEN LE GOUILL

Background

> In a phase I/II trial venetoclax was added to ibrutinib plus obinutuzumab in the first-line setting of MCL

> According to the treatment schedule, patients received ibrutinib plus obinutuzumab in the first cycle, and then 
venetoclax was ramped up over 2 cycles from 20 mg to 400 mg. Patients are planned to receive up to 24 
cycles

> The baseline characteristics of the 15 patients are consistent with other MCL trials; 2 patients have TP53
mutation and 6 have 17p deletion

Results

> The CR rate was 86% (80% according to Cheson’s criteria)

> All patients achieved CMR as soon as the third cycle

> Over the course of the 14-month follow-up, 1 patient progressed and 14 remain in CR; the OS rate is 100% 

> The toxicity profile of this combination is very tolerable. The combination showed more toxicities in the second-
and third-line settings compared with this trial in the first-line setting

> The observed myelosuppression and grade 3/4 neutropenia were manageable; patients should be able to 
receive the planned 24 cycles

22



MCL ABSTRACTS – S229: IBRUTINIB COMPARED TO IMMUNO-CHEMOTHERAPY FOR CENTRAL 
NERVOUS SYSTEM RELAPSE OF MANTLE CELL LYMPHOMA: A REPORT FROM FONDAZIONE 
ITALIANA LINFOMI (FIL) AND EUROPEAN MANTLE CELL LYMPHOMA NETWORK (EMCLN). 
FIRST AUTHOR: CHIARA RUSCONI

Background

> Retrospective analysis of ibrutinib vs immuno-chemotherapy in patients with central nervous system (CNS) 
relapse of MCL

> 58 patients received conventional therapy, including agents able to cross the blood-brain barrier; 20 patients 
had received ibrutinib

> The baseline characteristics between the 2 groups were well balanced

Results

> The response rate was higher with ibrutinib (ORR 77%) than in all the standard therapies (ORR 51%) 

> Ibrutinib was favored over blood-brain barrier–crossing therapies, with CR of 42% vs 22%. The response 
benefit with ibrutinib translated into outcome benefit, with 1-year OS rate of 61% vs 25%

> Ibrutinib was well tolerated. There were no cases of grade 3/4 bleeding or fungal infection reported 
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MCL ABSTRACTS – EP1177: IBRUTINIB AS SECOND-LINE THERAPY IS WELL TOLERATED AND 
EFFICACIOUS IN FRAIL PATIENTS WITH RELAPSED/REFRACTORY MANTLE CELL LYMPHOMA 
WHO ARE UNSUITABLE FOR STANDARD FRONT-LINE THERAPIES. FIRST AUTHOR: SOPHIE 
JOHNS

Background

> A retrospective study in UK examined the usage of ibrutinib in 197 patients

− Cohort 1 received a high-dose cytarabine-containing regimen

− Cohort 2 received a non–cytarabine-containing chemoimmunotherapy regimen

− Cohort 3 was not able to receive any kind of intensive regimen

> In Cohort 3 with 23 patients, the median age was high (84 years) and 27% of the patients had an Eastern 
Cooperative Oncology Group performance status >1

> Most of these patients received chlorambucil-rituximab as their prior therapy; median PFS for these patients 
was 4.0 months

Results

> Cohort 3 tolerated ibrutinib better than any other kind of conventional treatment

− Four patients had to stop treatment, and some patients also had to start at a lower dose

> The response rate in Cohort 3 was comparable to the other cohorts: ORR 71.4% (Cohort 1, 72.5% and Cohort 
2, 68.8%); median PFS was more than double that of first-line therapy, at 9.8 months

> There were 4 deaths on therapy, due to subdural hematoma, traumatic stroke, and other causes
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FL ABSTRACTS – GALLIUM STUDY (1/2)

> EP1170: SUSTAINED CLINICAL BENEFIT OF OBINUTUZUMAB PLUS CHEMOTHERAPY 
VERSUS RITUXIMAB PLUS CHEMOTHERAPY IN PATIENTS WITH PREVIOUSLY UNTREATED 
FOLLICULAR LYMPHOMA: UPDATED RESULTS FROM THE GALLIUM STUDY. First Author: 
William Townsend

> EP1158: FIRST-LINE IMMUNOCHEMOTHERAPY FOR FOLLICULAR LYMPHOMA IN THE 
GALLIUM STUDY: PROGNOSTIC VALUE OF PET-CT STATUS AFTER LONG-TERM FOLLOW-
UP. First Author: Judith Trotman
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FL ABSTRACTS – GALLIUM STUDY (2/2)

Background

> The GALLIUM trial is a phase III randomized study of obinutuzumab (G) plus chemotherapy vs rituximab (R) 
plus chemotherapy in previously untreated FL

− At a planned interim analysis after follow-up of 34.5 months, G-chemo resulted in a significantly lower risk of 
progression, relapse, or death than R-chemo (3-year PFS rate 80.0% vs 73.3%; HR for progression, relapse, or death 
0.66; P = .001). High-grade AEs were more common with obinutuzumab-based chemotherapy (Marcus R, et al. N Engl J 
Med. 2017;377:1331-1344)

Results

> An update with 6 years of follow-up of the GALLIUM trial was presented at EHA showing a 5-year PFS rate still 
in favor of the G-chemo vs R-chemo: 70.5% vs 63% (HR 0.76)

− In patients achieving CMR by the end of induction therapy, G-chemo was associated with superior 5-year PFS vs R-
chemo: 73.8% vs 65.9%, HR 0.71

− Overall safety was consistent with earlier analyses, with no new safety signals observed

> PET-computed tomography (CT)–based assessment of the study was presented in a separate poster

− Achievement of CMR was associated with significant improvement in PFS; 70% 5-year PFS was reported for patients 
with CMR vs 30% for non-CMR. This benefit also translated into OS benefit, with a 5-year OS rate of 92% vs 79.6%

− The rate of CMR was the same at the end of induction for G-chemo and R-chemo
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FL ABSTRACTS – EP1161: MAGNIFY: PHASE IIIB INTERIM ANALYSIS OF INDUCTION 
LENALIDOMIDE + RITUXIMAB (R2) FOLLOWED BY MAINTENANCE IN RELAPSED/REFRACTORY 
INDOLENT NON-HODGKIN LYMPHOMA. FIRST AUTHOR: MATHIAS J. RUMMEL

Background

> Interim results of the MAGNIFY study were presented after median follow-up of 23.7 months. This is a phase 
IIIb trial in R/R indolent NHL (81% FL and 19% marginal zone lymphoma). Patients received rituximab and 
lenalidomide in the first year as maintenance therapy, and after randomization the treatment went on with 
rituximab plus lenalidomide or rituximab alone

> Earlier, in the AUGMENT trial, lenalidomide improved efficacy of rituximab in patients with recurrent indolent 
lymphoma, with an acceptable safety profile (Leonard JP, et al. J Clin Oncol. 2019;37(14):1188-1199)

> As of June 16, 2019, 393 patients were enrolled; 35% of these patients were refractory, 34% were early 
relapses. Patients received a median of 2 prior systemic treatments 

Results

> The results are consistent with previous reports with longer follow-up. The median DOR was 39.0 months

> Patients with early relapse had comparable DOR, at 35.8 months; patients refractory to rituximab and 
alkylating agents showed shorted DOR, at 20.1 months

> In terms of PFS, all patients showed 40.1 months; early relapse patients showed less-prominent benefit, with 
26.5-month PFS. Double-refractory patients had shorter PFS, at 17.7 months
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FL ABSTRACTS – EP1162: POLATUZUMAB VEDOTIN (POLA) + OBINUTUZUMAB (G) + 
VENETOCLAX (VEN) IN PATIENTS (PTS) WITH RELAPSED/REFRACTORY (R/R) FOLLICULAR 
LYMPHOMA (FL): INTERIM ANALYSIS OF A PHASE IB/II TRIAL. FIRST AUTHOR: SAM YUEN

Background

> A phase I/Ib trial with polatuzumab vedotin (Pola) in combination with obinutuzumab and venetoclax in patients 
with R/R FL

> For the patients who had good responses to the triplet, there was the possibility of maintenance with 
venetoclax and obinutuzumab

> The recommended phase II dose was 1.8 mg/kg Pola, 800 mg venetoclax, 1 g obinutuzumab

Results

> The toxicity of this combination was tolerated reasonably well. Myelosuppression was present: grade 3 or 4 
neutropenia 31%, thrombocytopenia 18%. Gastrointestinal toxicities may be a concern (eg, diarrhea in 49% of 
patients, at all grades)

> The primary efficacy data showed high response rates, with ORR of 93% and CR 73%
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DISCUSSION ON MCL: FIRST LINE (1/2)

> The first-line treatment decision in MCL became very complex with the addition of novel chemo-free regimens 
to the available intensive and less-intensive chemotherapies

− The combination of ibrutinib, venetoclax, and obinutuzumab showed promising outcomes in MCL, but further follow-up is 
needed to determine how long the effects last. This combination can be an effective treatment for patients who cannot 
tolerate or respond poorly to high-intensity chemotherapies

> Chemo-free regimens should be explored further in elderly patients who poorly tolerate intensive 
chemotherapy-based regimens

− Less-intensive chemotherapies used for elderly patients include bendamustine plus rituximab or rituximab, 
bendamustine, and cytarabine combinations, with good outcomes and acceptable tolerability profiles

− The presented combination of ibrutinib, venetoclax, and obinutuzumab is very promising for these patients

> TP53 testing of MCL patients is generally used in clinical trials and in clinical practice; however, there is no 
clear consensus on how TP53-positive patients should be treated after relapse. TP53-positive patients are 
high-risk patients who have poor prognosis, and are known to respond very poorly to chemotherapy regimens

− Conventionally, TP53-positive young patients would receive a cytarabine-containing induction regimen, then 
consolidation with ASCT, and maintenance with rituximab. These patients do not benefit very long from ASCT and 
usually relapse on rituximab maintenance

− The preliminary data with the ibrutinib, venetoclax, and obinutuzumab triplet are very promising in frontline. This 
treatment may help to achieve minimal residual disease (MRD) negativity in these patients, and could be the future 
direction in management of patients with TP53-positive MCL
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DISCUSSION ON MCL: FIRST LINE (2/2) 

> Some MCL patients have high blast count in their bone marrow at diagnosis. These patients 
tolerate chemotherapy very poorly. Using ibrutinib for patients with high blast count would allow 
recovery of the bone marrow and some degree of cell regeneration before employing other 
treatment strategies

> Rituximab is successfully used in clinical practice as maintenance after first-line treatment in MCL. 
For obinutuzumab to gain therapy share in this setting, demonstration of increased peak of 
response is necessary. Obinutuzumab demonstrated activity in FL and CLL
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DISCUSSION ON MCL: MRD MONITORING

> MRD monitoring is part of MCL clinical trials, but not routinely used in clinical practice. At present, 
using liquid biopsy for MRD and follow-up is suboptimal, and requires further clinical development

− In Germany, patients are followed with liquid biopsy every 3 months. NGS data mostly correlate with 
clinical behavior, but sometimes MRD data are not available for clinical decision-making because liquid 
biopsy results may be delayed or not received at the same time as clinical follow-up

− In the US, MRD monitoring is built into all clinical trials

> Using intensive chemotherapy regimens earlier in the treatment strategy for MCL is more effective 
to reduce disease to a minimal state, and then transplant the patient with the goal of keeping 
disease at a minimum for an extended period of time

− Many of the new regimens can achieve deep MRD negativity levels that appear very promising, and the 
responses are very durable as well. This phenomenon is changing treatment strategies in MCL

− An important open question that needs to be addressed in the near future is: When an MRD-negative state 
is obtained, is it better to use an antibody maintenance strategy vs a transplant strategy?

− A phase III trial with patients randomized to ASCT plus rituximab maintenance vs rituximab maintenance 
without transplantation (NCT03267433) is ongoing. This study will provide more information on the clinical 
use of MRD negativity in MCL
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DISCUSSION ON MCL: RELAPSED/REFRACTORY 

> CNS relapse is becoming more prominent in MCL with the extension of patients’ life span and the fact 
that patients with CNS disease have poor prognosis. Ibrutinib showed impressive response rates and 
OS rates when compared with other blood-brain barrier–crossing agents in MCL patients with CNS 
relapse 

− Similarly, increase of CNS relapse was also observed in DLBCL, with the improvement of clinical outcomes in 
recent years

− There is a need for a clinical trial exploring the potential prophylactic effect on R/R primary CNS lymphoma with 
single-agent ibrutinib in MCL 

− An analysis of the available real-world data in this setting should serve as the starting point for exploring ibrutinib, 
a very active drug in this setting of high-risk patients

> Ibrutinib seems to be effective in elderly patients in the R/R setting. Although dose interruptions and/or 
reductions for comorbidities and toxicities are necessary to manage these frail patients, ibrutinib 
monotherapy has been found to be more manageable than any other conventional treatment

> Unmet need: indolent lymphoma patients who are refractory to rituximab and alkylating agents

> CAR T cells are under investigation and show very promising results in R/R MCL. These therapies were 
not discussed

32



DISCUSSION ON FL: FIRST LINE

> PET is a prognostic tool in FL and patients are monitored after induction therapy; however, it is very difficult to 
use it in treatment decision-making. There is a need for a clear treatment strategy for patients who showed 
PET positivity after induction therapy. These patients have poor prognosis in clinical outcomes and OS

− Open questions are 1.) Would it be beneficial to change the maintenance treatment strategy for PET-positive patients? 
2.) Would it be beneficial to use CAR T therapy at this point?

> In clinical practice, 2 years of rituximab is generally used as maintenance therapy in FL instead of longer-
duration maintenance

− In Germany, the length of maintenance is still under debate and is decided on an individual-patient basis (patient life 
circumstances, individual life decision, expectations, fear of toxicity, or tolerability)

> Another open question: What is the future of FL management if chemo-free regimens such as lenalidomide 
plus rituximab could be moved to the first-line setting for FL?

− In FL there is some hesitation, because the efficacy of the lenalidomide plus rituximab combination is similar to rituximab 
plus chemotherapy

− Chemo-free combination may be more beneficial for patients who are expected to transform to high-grade lymphoma 
(eg, patients with TP53 mutation)

> Lenalidomide and rituximab combination also showed promising efficacy in the first-line setting in the 
RELEVANCE trial (Morschhauser F, et al. N Engl J Med. 2018;379(10):934-947)
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DISCUSSION ON FL: RELAPSED/REFRACTORY

> There is a level of consensus in the R/R setting for the use of lenalidomide with rituximab in FL 
patients

− In the AUGMENT trial, the addition of lenalidomide to rituximab provided improved efficacy with an 
acceptable safety profile in the R/R FL setting (Leonard JP, et al. J Clin Oncol. 2019;37(14):1188-1199)

> Pola showed promising results in combination with obinutuzumab and venetoclax in patients with 
R/R FL, with a very tolerable safety profile

− The advisors would like to see this triplet tested in DLBCL, as FL is probably not the best indication to 
investigate its efficacy

34



Update on T-Cell Lymphoma

RAUL CORDOBA, MD, PHD



CLINICAL AND PATHOLOGICAL CHARACTERISTICS OF PERIPHERAL T-CELL LYMPHOMAS IN A 
SPANISH POPULATION: A RETROSPECTIVE STUDY. RODRIGUEZ-PINILLA SM, ET AL. BR J 
HAEMATOL. 2020 MAY 19. DOI: 10.1111/BJH.16741. ONLINE AHEAD OF PRINT.

Background

> Dr Cordoba introduced a recently published paper from his work group that explored real-world data of 
peripheral T-cell lymphoma (PTCL) in Spain. This confirmed that PTCL patients have worse outcome when 
compared with B-cell NHL

Results

> The analysis of 175 patients showed 15.8-month OS in PTCL

> CD30 was expressed across all subtypes; >15% of cells were anaplastic lymphoma kinase-positive (ALK+) or 
ALK-negative (–) anaplastic large cell lymphoma (ALCL) and extranodal natural killer (NK) PTCL

> The most frequent cause of death was progressive disease, at 65.8%
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EP1204: PROOF OF CONCEPT FOR TIPIFARNIB IN RELAPSED OR REFRACTORY 
ANGIOIMMUNOBLASTIC T-CELL LYMPHOMA (AITL): PRELIMINARY RESULTS FROM AN OPEN-
LABEL, PHASE 2 STUDY. FIRST AUTHOR: THOMAS WITZIG

Background

> Preliminary results of the proof-of-concept trial of tipifarnib in R/R angioimmunoblastic T-cell lymphoma (AITL) 
were presented at EHA

− Tipifarnib is a small-molecule farnesyltransferase inhibitor that downregulates CXCL12

− CXLC12 is a chemokine involved in directing T cells to the tumor microenvironment; patients with active CXCL12 
pathway have poor prognosis

− 50% of AITL and 35% of PTCL-not otherwise specified (NOS) have high expression of CXCL12 (Witzig T, et al. 
Blood. 2018;132(suppl 1): abstract 2937)

> Sample number was 26 patients with AITL

> Patients had a median 3 prior anticancer regimens, and almost half had prior SCT

Results

> 20 patients were evaluable for efficacy; ORR was 50%, with 25% CR rate

> This trial included an analysis of predictive biomarkers of response

− A strong association between KIR3DL2 C336R/Q386E mutation and the activity of tipifarnib was observed

− The expression of interleukin-18 and CXCL5 was significantly lower in AITL tumors carrying KIR3DL2 C336R/Q386E 
variants
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EP1216: COMBINATION TREATMENT WITH COPANLISIB, A PI3K INHIBITOR, AND GEMCITABINE 
IN RELAPSED OR REFRACTORY PERIPHERAL T-CELL LYMPHOMAS (RR-PTCL); A MULTICENTER, 
OPEN-LABEL, PHASE 1/2 TRIAL (COSMOS TRIAL). FIRST AUTHOR: HO-YOUNG YHIM

Background

> A phase I/II trial with copanlisib with gemcitabine in R/R PTCL

− High expression of phosphoinositide 3-kinase (PI3K) was shown in PTCL and NK TCL. High expression of PI3K-ɑ was 
associated with poor survival after adjustment for age, prognostic index, or anthracycline-based chemotherapy in first 
line

− Copanlisib is a pan-class 1 inhibitor that has predominant activity in PI3K-ɑ and -δ isoforms, and has demonstrated in 
vitro that it can inhibit the phosphorylation of downstream molecules and cause cell cycle arrest

Results

> 15 patients completed the planned 6 cycles of copanlisib plus chemotherapy; 13 patients discontinued therapy 
due to disease progression

> The ORR was high (71.4%) with 32.1% CR rate; DOR was 8.2 months

− Copanlisib plus gemcitabine combination was more active in AITL, with ORR of 77.8% and CR rate of 55.6% compared 
with PTCL-NOS (ORR, 61.5%; CR, 15.4%)

> The mutational profile was known in 18 patients; the genes exclusively mutated in the responsive group 
were IDH2, RHOA, and TSC2
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EP1235: TISLELIZUMAB (BGB-A317) FOR RELAPSED/REFRACTORY PERIPHERAL T-CELL 
LYMPHOMAS: SAFETY AND EFFICACY RESULTS FROM A PHASE 2 STUDY. FIRST AUTHOR: 
PIER LUIGI ZINZANI

Background

> A phase II trial with tislelizumab in R/R PTCL

− Tislelizumab is an anti-programmed cell death protein 1 (PD-1) monoclonal antibody

− It is important to understand the role of PD-1 in T-cell lymphomas, as checkpoint inhibitors can accelerate these 
diseases and cause hyperprogression

Results 

> In 44 patients, tislelizumab demonstrated a modest ORR of  20.5%, with a CR rate of 6.8%

> Median PFS was very short, at 2.7 months
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EP1266: CORRELATION OF PD-L1 EXPRESSION WITH RESPONSE - PHASE I/II TRIAL OF 
PEMBROLIZUMAB AND ROMIDEPSIN IN RELAPSED/REFRACTORY PERIPHERAL T-CELL 
LYMPHOMA. FIRST AUTHOR: MELODY BECNEL

Background

> Phase I/II trial with pembrolizumab plus romidepsin in R/R PTCL

− Pembrolizumab is a PD-1 inhibitor and romidepsin is a histone deacetylase inhibitor

− Histone deacetylase inhibitors increase the expression of PD-1 ligand 1 (PD-L1) on the cell surface, resulting in higher 
activity of the PD-1/PD-L1 axis

− It is important to understand the role of PD-1 in T-cell lymphomas, as checkpoint inhibitors can accelerate these 
diseases and cause hyperprogression

Results

> 19 patients were evaluable for efficacy

− ORR was high at 47%; 8 patients achieved CR, but 2 patients experienced hyperprogression within the first 10 days of 
treatment

− Patients with higher PD-L1 expression showed better response 

− Patients with hyperprogression showed low PD-L1 expression (0%–10%)

> The most common high-grade AEs were nausea, vomiting, and fatigue
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EP1274: COMBINATION OF BRENTUXIMAB-VEDOTIN AND IFOSFAMIDE, CARBOPLATIN, 
ETOPOSIDE (ICE) IN RELAPSED OR REFRACTORY PERIPHERAL T-CELL LYMPHOMA. FIRST 
AUTHOR: ZOE VAN DE WYNGAERT

Background

> Previously, in the ECHELON-2 trial, brentuximab vedotin showed activity in PTCL in combination with CHP 
(NCT01777152). A retrospective analysis examined PTCL treated with the combination of brentuximab vedotin 
and another chemotherapy regimen, ICE (ifosfamide, carboplatin, etoposide)

− Brentuximab vedotin is a CD30-directed antibody-drug conjugate. CD30 expression is higher in ALCL, but it is also 
expressed in all T-cell lymphomas

− 14 patients were analyzed; median of 2 prior treatment lines

Results

> Most patients received a median 2 cycles

> Treatment was stopped because of progressive disease, and in other cases because of toxicity

> The ORR was low (29%) with a 14% CR rate, and the responses were not lasting

> This combination of chemotherapy plus brentuximab vedotin showed a very short median PFS (36.5 days) and 
very short OS (103 days)
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DISCUSSION ON TCL: FIRST LINE

> TCL represents a group of diseases with very poor prognosis compared with B-cell lymphomas. 
There is a need for novel treatments that offer more-durable responses

> At present, if a patient achieves CR, an ASCT is performed in first remission for PTCL-NOS and 
AITL, because achieving CR is the only opportunity for a durable long-term outcome for these 
patients

− There is no consensus whether to use ASCT consolidation after induction therapy. Dr Morschhauser is 
working on a phase III trial proposal to address this question, and added that it is very challenging to find 
sponsors

− The advisors use ASCT for consolidation in their practice

> Brentuximab vedotin in combination with CHP is approved by the European Medicines Agency in 
the first-line treatment of ALCL

− This combination is very active in PTCL, but further data are needed in non-ALCL patients, in order to gain 
approval for other T-cell malignancies

− In Germany, physicians are using an extrapolation of approval and asking insurance companies if they will 
reimburse treatment with brentuximab plus CHP in PTCL. This approach has been successful

− In the US, many patients with any degree of CD30 positivity receive CHP with the addition of brentuximab 
vedotin
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DISCUSSION ON TCL: RELAPSED/REFRACTORY

> In the R/R setting of TCL there are multiple signaling pathways under clinical investigation

− T-cell lymphomas are a complex group of malignancies that require a thorough analysis of the tumor and 
deep understanding of what is driving the disease. This allows for development of specific therapies for the 
separate subtypes, where novel targeted therapies have strong rationale and could be beneficial to 
patients

− In the past there were challenges in recruiting enough patients for smaller trials, but since then there have 
been some clinical studies that targeted specific patient groups (eg, AITL, NK TCL), and recruitment was 
adequate

− Further research is needed to understand the pathobiology, identify predictive biomarkers for better patient 
selection, and improve patient outcomes

Farnesyltransferase inhibitor

> Tipifarnib, a farnesyltransferase inhibitor that downregulates the CXC12 pathway, was found to be 
effective in AITL in the R/R setting

− This trial identified important molecular markers that can help select patients who would benefit from 
tipifarnib treatment. CXCL12 is highly expressed in AITL and is associated with worse prognosis. Low 
expression of CXCL5 is also observed in AITL
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DISCUSSION ON TCL: RELAPSED/REFRACTORY (1/2)

PI3K inhibitors 

> Copanlisib plus gemcitabine for R/R PTCL shows high response rates in TCL, including high CR rates in 
pretreated patients; however, the DOR is relatively short

> Currently, the most effective PI3K inhibitor in R/R PTCL is duvelisib

− In a phase I trial, duvelisib demonstrated an ORR of 50%, with a CR rate of 31.6% in PTCL and cutaneous TCL (Horwitz 
SM, et al. Blood. 2018;131(8):888-898). The phase II study with duvelisib is ongoing, with a target of at least 100 
patients

SYK/JAK inhibitors

> Although it was not part of the program, the advisors discussed cerdulatinib, a SYK/JAK inhibitor that was 
previously used in a phase I/II trial in R/R PTCL and cutaneous TCL

− The results were promising in TCL, especially in AITL, but clinical development was halted in this indication 
(NCT04021082). Cerdulatinib is now under investigation for treatment of R/R FL

Antibody-drug conjugates

> Although brentuximab vedotin is active in the R/R setting of TCL, caution must be taken when it is combined 
with another high-intensity regimen, as it can worsen outcomes. This may be due to increased toxicity

− Brentuximab vedotin helped to achieve some treatment response as salvage therapy; however, patients progressed very 
quickly in this setting, as shown in a retrospective analysis of PTCL patients treated with the combination of brentuximab 
vedotin and ICE
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DISCUSSION ON TCL: RELAPSED/REFRACTORY (2/2)

Immune checkpoint inhibitors

> Results with immune checkpoint inhibitors in TCL are contradictory. These approaches must be very carefully 
evaluated, with a deep understanding of the role of the PD-1/PD-L1 axis in T-cell malignancies

> Checkpoint inhibitors can accelerate T-cell lymphomas and cause hyperprogression

− PD-1 may play an essential role as a tumor suppressor, because PD-1 is able to negatively regulate tumor survival 
pathways including CD28, PI3K/protein kinase B, and protein kinase C-δ/nuclear factor-κB pathways (Wartewig T, et al. 
Trends Immunol. 2019;40(5):403-414)

> PD-1/PD-L1 antibodies continue to show low response rates as single agents. These drugs may block the 
inhibitory signals that control the malignant clone and cause hyperprogression

− The response rates of tislelizumab, an anti–PD-1 antibody, were found to be modest and PFS very short in R/R PTCL

> Pembrolizumab in combination with the histone deacetylase inhibitor romidepsin showed better responses that 
might be due to improved antigen presentation or PD-L1 upregulation
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Update on CLL

BARBARA EICHHORST, MD



S155: FIXED-DURATION VENETOCLAX-OBINUTUZUMAB FOR PREVIOUSLY UNTREATED 
CHRONIC LYMPHOCYTIC LEUKEMIA: FOLLOW-UP OF EFFICACY AND SAFETY RESULTS FROM 
THE MULTICENTER, OPEN-LABEL, RANDOMIZED PHASE 3 CLL14 TRIAL. FIRST AUTHOR: 
OTHMAN AL-SAWAF

Background

> CLL14 is an open-label phase III trial with venetoclax plus obinutuzumab vs chlorambucil plus obinutuzumab in 
the frontline treatment of CLL patients with preexisting conditions

> Update after 39.6 months of observation was presented at EHA

Results

> Median PFS was not reached in the venetoclax-obinutuzumab arm. PFS was 35.6 months with chlorambucil 
plus obinutuzumab. The 3-year PFS rate was 81.9% vs 49.5%, favoring the venetoclax combination, with HR 
0.31

> Patients with mutated immunoglobulin variable region heavy chain (IgVH) status showed significantly better 
PFS in both arms, while patients with unmutated IgVH status had inferior PFS

> MRD monitoring is easier in CLL compared with lymphomas. In this trial, MRD monitoring was done by 
polymerase chain reaction (PCR)

− MRD rates with venetoclax plus obinutuzumab were 70%, and with further follow-up remained quite stable until month 12

− MRD rates with chlorambucil plus obinutuzumab reached a maximum of 40% and decreased after treatment conclusion

> PFS was measured by PCR; NGS was also used in this trial

− Patients receiving venetoclax plus obinutuzumab who had undetectable MRD remained in remission

> Patients who relapsed after deep MRD response were high-risk patients (eg, TP53 mutated, IgVH unmutated)
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S157: CLL2-GIVE, A PROSPECTIVE, OPEN-LABEL, MULTICENTER PHASE-II TRIAL OF 
OBINUTUZUMAB (GA101, G), IBRUTINIB (I), PLUS VENETOCLAX (VE) IN UNTREATED PATIENTS 
WITH CLL WITH 17P DELETION / TP53 MUTATION. FIRST AUTHOR: HENRIETTE HUBER

Background

> A phase II trial with obinutuzumab, ibrutinib, and venetoclax in high-risk CLL patients with TP53 mutation or 
17p deletion, independent of age or fitness

> At the outset patients received obinutuzumab plus ibrutinib, and then venetoclax was added

> Patients who received 6 cycles of the triple combination had consolidation with venetoclax plus ibrutinib for 6 
cycles, and subsequent ibrutinib maintenance

> 41 patients were treated in this trial; the median age was 62 years

Results

> CRs measured 15 months after treatment were 58%

> Treatment was stopped at 15 months when patients achieved MRD negativity

− MRD negativity was observed in a high proportion of patients at 15 months, in peripheral blood (~80%) and in bone 
marrow (~70%)

> High-grade infections occurred in 19% of patients. However, the total rate of all infections was quite high 
(>90%), and neutropenia was not uncommon. In particular, severe neutropenia occurred in 44% of patients. 
Atrial fibrillation was reported in only 2.4%
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S158: FIRST-LINE IBRUTINIB (IBR) + VENETOCLAX (VEN) FOR PATIENTS (PTS) WITH CHRONIC 
LYMPHOCYTIC LEUKEMIA (CLL)/SMALL LYMPHOCYTIC LYMPHOMA (SLL): EFFICACY AND 
SAFETY RESULTS FROM CAPTIVATE MRD COHORT. FIRST AUTHOR: TANYA SIDDIQI

Background

> A phase II trial with the double oral combination of ibrutinib plus venetoclax in first-line treatment of CLL to 
achieve deep MRD response

> Patients received ibrutinib for the first 3 cycles in order to lower the lymphoma burden before venetoclax

> 164 patients were treated in this trial

Results

> At the presented analysis, most of the patients reached 12 cycles

> MRD response rates showed undetectable MRD in 75% of patients in peripheral blood and 72% in bone 
marrow

> Patients are randomized depending on the MRD level for stopping treatment after 15 months
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S162: INITIAL RESULTS OF A MULTICENTER, INVESTIGATOR-INITIATED STUDY OF MRD DRIVEN 
TIME LIMITED THERAPY WITH ZANUBRUTINIB, OBINUTUZUMAB AND VENETOCLAX. FIRST 
AUTHOR: JACOB SOUMERAI

Background

> A phase II trial with the triple combination of zanubrutinib, obinutuzumab, and venetoclax in high-risk CLL 
patients

> Zanubrutinib plus obinutuzumab was given from cycle 1, with venetoclax added at cycle 3

> Patients were allowed to stop the treatment when they achieved MRD negativity by cycle 8

> 39 patients were enrolled in this trial

Results

> Median follow-up was 9.0 months

> 83.4% of patients achieved undetectable MRD in peripheral blood, and 73% in bone marrow

> Neutropenia and thrombocytopenia were common; high-grade neutropenia occurred in 15.4% of patients. 
There was 1 fatality – a patient died due to bleeding at the beginning of treatment; the patient also received 
heparin for pulmonary emboli. Reported infection rates were very low
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S159: ACALABRUTINIB VS IDELALISIB PLUS RITUXIMAB (IDR) OR BENDAMUSTINE PLUS 
RITUXIMAB (BR) IN RELAPSED/REFRACTORY (R/R) CHRONIC LYMPHOCYTIC LEUKEMIA (CLL): 
ASCEND FINAL RESULTS. FIRST AUTHOR: PAOLO GHIA

Background

> A randomized phase III trial with acalabrutinib vs investigator’s choice of idelalisib plus rituximab or 
bendamustine plus rituximab in R/R CLL

− Acalabrutinib is a Bruton’s tyrosine kinase (BTK) inhibitor that is under clinical investigation in lymphomas and CLL. 
Acalabrutinib is already approved by the US Food and Drug Administration, and is expected to be approved by the 
European Medicines Agency by the end of 2020

> The data from this trial were published at 16.1 months of observation time (Ghia P, et al. J Clin Oncol. 
2020;JCO1903355. doi: 10.1200/JCO.19.03355. Online ahead of print)

> 2 continuous treatment regimens vs 1 fixed-duration treatment regimen

Results

> An update was presented at 22 months of observation time showing that acalabrutinib is highly superior, with 
HR 0.27

> Investigator’s choice treatments idelalisib plus rituximab and bendamustine plus rituximab showed similar 
efficacy

> Headache, particularly during the first weeks of starting acalabrutinib, is a common side effect. There was only 
1 case of grade 3/4 headache, and neutropenia seems not as frequent as with idelalisib plus rituximab. 
Respiratory infection was more frequent with acalabrutinib, and accompanied by coughing
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DISCUSSION ON CLL: FIXED VS CONTINUOUS TREATMENT

> Fixed-duration treatment with ibrutinib or novel treatment combinations such as chemotherapy plus 
venetoclax can provide alternatives to continuous treatment. Fixed-duration treatment strategies are 
under intensive clinical investigation

− Venetoclax showed clinical benefit as fixed-duration treatment in the posttreatment follow-up of the 
MURANO study (Kater PA, et al. J Clin Oncol. 2019;37(4):269-277)

− There are ongoing clinical trials with fixed-duration treatment, such as zanubrutinib plus rituximab in 
untreated CLL (NCT04458610)

− Further clinical research is needed to understand which patients benefit more from continuous treatment 
with ibrutinib  compared with fixed-duration treatment with other agents

− Patient compliance and adherence are key factors to consider. Patients with comorbidity burden or side 
effects may have issues taking their medications, and this may persist in patients remaining on continuous 
ibrutinib for 3–5 years

> Patients with coexisting conditions treated in the frontline setting of CLL with fixed-duration 
venetoclax plus obinutuzumab showed very long remissions in the CLL14 trial

− Patients with unmutated IgVH status remain a group with very poor prognosis

− Dr Eichhorst added that in the CLL14 trial, PFS was inferior with continuous venetoclax plus obinutuzumab 
vs the fixed-duration treatment (these data have not yet been published)
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DISCUSSION ON CLL: TREATMENT SEQUENCING (1/2)

> There is a need for clarity on treatment sequencing between ibrutinib and venetoclax in CLL. PFS2 in 
clinical trials will be very important information in the near future to decide frontline treatment

> At present, treatment sequencing includes ibrutinib in first line and venetoclax in second line, as 
monotherapy and both treatments are very effective in CLL. For this reason, insurance companies might 
not pay for venetoclax plus obinutuzumab or ibrutinib plus venetoclax combinations and suggest using 
the monotherapy options first

> There are several data concerning the role of B-cell lymphoma 2 inhibitor after failure of a BTK inhibitor. 
At the same time there are very few data concerning the real role of BTK inhibitors after failure with 
venetoclax. However, ibrutinib after venetoclax failure also achieved a 70% response rate

> Treatment with venetoclax in the first-line setting has resulted in very promising treatment responses. No 
primary progressive CLL was observed in Dr Eichhorst’s experience. Some patients do not tolerate the 
treatment well, so these patients relapse earlier 

− In the relapsed setting there are patients who progressed while treated with venetoclax, for example during the 2 
years of venetoclax in combination with rituximab in the MURANO trial (Kater PA, et al. J Clin Oncol. 
2019;37(4):269-277)

− In Germany, patients’ preference is to receive venetoclax for a limited duration, instead of ibrutinib without a 
prospective end of treatment
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DISCUSSION ON CLL: TREATMENT SEQUENCING (2/2)

> Outside clinical trials it is not yet recommended to rechallenge patients from first-line therapy; there 
are very few data available 

− Dr Eichhorst added that after venetoclax plus CD20 antibody in frontline therapy, patients can probably be 
rechallenged  with venetoclax. These patients should have a very deep MRD response and probably a very 
long remission duration

> Regarding treatment sequencing, Dr Eichhorst added that in a few years it will be possible to 
change between different BTK inhibitors or rechallenge patients with fixed-duration venetoclax 
treatment

Important open questions regarding treatment sequencing 

> If there is failure after the combination of ibrutinib plus venetoclax with or without obinutuzumab, 
what should the next treatment be?

> If ibrutinib plus venetoclax combination is used, would it be stopped at a certain time point? What 
would be the strategy when the patient relapses?
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DISCUSSION ON CLL: TREATMENT COMBINATIONS

> There are some patients with very long durable responses to venetoclax combinations for whom 
disease eradication would be a possible curative approach

> The venetoclax plus obinutuzumab combination is able to achieve deep remission in frontline. The 
data with ibrutinib plus venetoclax are also encouraging in this setting 

− Currently, the real duration of potential disease eradication is unknown and requires longer clinical trial 
follow-up

> The combinations of BTK inhibitors with venetoclax and obinutuzumab showed very promising 
results in high-risk CLL patients with deep MRD responses. Longer follow-up is needed, with 
continuous MRD monitoring

− The triple combination of ibrutinib, obinutuzumab, and venetoclax in CLL showed good response rates and 
deep MRD negativity. Treatment was stopped after 15 months, and patients remain on remission at 18-
month follow-up

− The triple combination of zanubrutinib, obinutuzumab, and venetoclax shows deep MRD negativity with 
fixed treatment duration at a follow-up of 9 months
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DISCUSSION ON CLL: BTK INHIBITORS

> There are multiple BTK inhibitors used in clinical practice and in clinical trials as monotherapy or 
combination. The differentiation between BTK inhibitors is under investigation and may depend on 
the following

> So far there are no data that show efficacy differences between BTK inhibitors. Physicians base 
their decision on other factors

> An oral combination might be more convenient for the patient

> The safety profiles of the different BTK inhibitors have some differences

− There is an ongoing head-to-head trial in CLL with acalabrutinib vs ibrutinib that will provide more 
information (NCT02477696)

− There was a head-to-head trial in Waldenström macroglobulinemia with zanubrutinib vs ibrutinib (Tam CS, 
et al. Future Oncol. 2018;14(22):2229-2237)  

> As ibrutinib was the first in its class, physicians have more experience using it. It also has the 
longest observation time, and physicians can predict occurrence of late effects more precisely than 
with the newer BTK inhibitors
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DISCUSSION ON CLL: MOLECULAR TESTING

> MRD testing is used only in some research centers outside clinical trials. This is not standard 
clinical practice yet

− There are some trials that evaluate the use of NGS sequencing in CLL, eg, the CLL14 trial. This method 
will become more relevant in the near future and will help shape treatment according to achieving MRD

− There is also ongoing research evaluating the use of peripheral blood samples in MRD testing, and this will 
probably play a role in monitoring deep remissions in CLL in the future

> ERIC (European Research Initiative on CLL) testing recommendations are followed as routine 
immunophenotyping of CLL patients in Germany

> At the Mayo Clinic there is ongoing testing for BTK mutations multiple times during the course of the 
disease as part of the research approach. This is not standard clinical practice

− There is a need for support for molecular testing. Dr Zinzani mentioned the example of the establishment of 
a network in Italy that was sponsored by a pharma company for the evaluation of molecular markers for 
JAK kinase inhibitor usage in CML
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