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Horizon!



Objectives

• Diffuse Large B Cell Lymphoma 
• Improving frontline therapy in high-risk patients: 

• ZUMA-12 assessing CAR-T first line (Abstract 405) 

• R/R patients: 
• Epcoritamab bi-specific monoclonal antibody (Abstract 402)
• Odronextamab bi-specific monoclonal antibody (Abstract 400)

• Follicular Lymphoma
• R/R patients:

• ZUMA-5 assessing CAR-T third line treatment (Abstract 700)

• Chronic Lymphocytic Leukemia
• Frontline trials:

• Importance of uMRD: Venetoclax and Obinotuzumab frontline CLL14 (Abstract 127)
• Fixed duration treatment: Ibrutinib plus Venetoclax frontline (CAPTIVATE) study results (Abstract 123) 

• R/R trials: 
• Long-term outcomes of Ven-R (MURANO trial) (Abstract 125)



DIFFUSE LARGE B-CELL 
LYMPHOMA



STANDARD THERAPY OPTIONS

• Frontline therapy: R-CHOP 

• Salvage therapy (R-GDP, R-ICE, R-DHAP) + ASCT in first relapse

• CAR-T cell Tx 
• An option for patients with lymphoma refractory to >=2 lines of therapy

• Novel agents 

• Allogeneic transplant (rarely an option)

• Palliative single/multi-agent chemotherapy 

• BiTE Tx 
• Investigational and holds promise! 
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Aggressive lymphoma outcomes 

Maddocks K. Novel targets in aggressive lymphoma. Heamatology Am Soc Hematol Educ Program. 2020 (1): 101-106



Gaps in knowledge

• Addition of novel therapies to RCHOP have shown no benefit
• 2 studies ongoing: 

• POLLARIX Trial results pending (Polatuzumab + RCHP vs RCHOP) 

• Escalade Trial results pending (Acalabrutinib + R-CHOP vs RCHOP)

• Identify therapies for patients not candidates for ASCT or those that progress post 
CAR-T



Interim analysis of ZUMA-12: A Phase 2 Study of Axi-Cell as 
First-Line Therapy in Patients with High-Risk Large B Cell 
Lymphoma (Abstract 405)

• Patients with high-risk LBCL have poor outcomes
• Early disease resistance after first-line rituximab-based chemoimmunotherapy confers a 

poor prognosis 

• Axi-cel (autologous anti-CD19 CAR T cell therapy) is currently approved for 
patients with R/R LBCL after >=2 lines of systemic therapies 
• ZUMA-1 study: ORR 82% with a CR rate of 58% 

• Median of 51.1 months of follow-up, median OS was 25.8 months

• 40% PFS at 27.1 months  

• ZUMA-12 is a phase 2, multicenter, open-label, single-arm study of axi-cel as part 
of first line therapy in patients with high risk LBCL. 

Neelapu et al. ASH 2020  
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CAR T Cell Toxicities 

• Cytokine Release Syndrome (CRS) 

• Neurological toxicity 
• Immune Effector Cell Associated Neurotoxicity Syndrome

• Prolonged cytopenias

• B-cell aplasia

• Hypogammaglobulinaemia



Study conclusions

• First study evaluating CAR T cell therapy in the first line setting in high risk LBCL patients. 

• Patients had high ORR and CR rates (historic cohorts had CR rates has been less than 50%)

• New insights into response to treatment in patients exposed to fewer first line therapies:  
• Increased number of CCR7+CD45RA+T cells infused in ZUMA 12 as compared to ZUMA 1 and 

greater CAR T cell expansion in ZUMA 12 noted. 

• Suggesting improved T cell fitness in first line treatment

• The future: 
• Final analysis results (median follow-up only 9.5 months)

• A head-to-head comparison of R-CHOP to CAR T in the first line setting

• ZUMA-7 results (second line, transplant eligible) 

Neelapu et al. ASH 2020  



Bispecific T cell engagers

• Mosunetuzumab
• 3 Phase I trials
• 3 Phase I/II trials 

• Gliofitamab
• 6 Phase I trials
• 1 Phase III trial 

• Odronextamab
• 2 Phase I trial 
• 1 Phase II trial 

• Epcoritamab (subcutaneous)
• 1 Phase I/II trial 

• Plamotamab
• 1 Phase I trial 
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Subcutaneous Epcoritamab Induces Complete Responses with an 
Encouraging Safety Profile across Relapsed/Refractory B-Cell Non-
Hodgkin Lymphoma subtypes, Including Patients with Prior CAR-T 
Therapy: Updated Dose Escalation Data (Abstract 402)
• Patients who relapse or become

refractory to chemotherapy face poor
outcomes as treatment options are
limited by efficacy and toxicity 

• Epcoritamab is a subcutaneously
administered bispecific antibody that
induces T-cell mediated killing of CD20-
expressing tumors.
• 1 mL subcutaneous injection 

• More gradual increase and lower peak in 
plasma cytokine levels compared with 
intravenous administration 

• Long plasma half-life

• Favorable safety profile 

Hutchings et al. ASH 2020 
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Study conclusions

• Epcoritamab is a novel, subcutaneously administered BiTE therapy. 

• Epcoritamab shows a favorable safety profile
• CRS events were Grade 1 and 2 

• Epcoritamab showed efficacy in heavily pretreated patients including patients 
previously treated with CAR T therapy 
• In patients with DLBCL receiving >=48 mg dose, response was achieved in 10 of 11 

patients. 

• Next steps: Phase 2 expansion study to test the efficacy of epcoritamab

Hutchings et al. ASH 2020 



Odronextamab, a human CD20 x CD3 Bispecific Antibody, Induces 
Durable, Complete Responses in Patients with Highly Refractory B-Cell 
Non-Hodgkin Lymphoma, Including Patients Refractory to CAR T Therapy 
(Abstract 400)

• Odronextamab is a CD20 x CD3 
bispecific antibody: 
• Binds to CD3 on T cells and CD20 on 

malignant B cells, triggering T-cell-
mediated cytotoxicity

• Safety and efficacy data (Phase 1 
study)

Bannerji et al. ASH 2020 
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Study conclusions

• Odronextamab, a novel CD20 x CD3 bispecific antibody 

• Durable, CR achieved in heavily pretreated patients with FL and DLBCL
• R/R FL: 70% CR, 81% CRs are durable and ongoing for up to 41 months 

• R/R DLBCL no prior CAR T: 55% CR; 84% of CRs are durable and are ongoing for up to 21 
months 

• R/R DLBCL post CAR-T: 21% CR; 100% of CRs are ongoing, for up to 20 months 

• Acceptable risk profile 
• CRS, ICANS-like events (highest grade 3) 

• Next steps: Phase 2 trial in R/R NHL



FOLLICULAR 
LYMPHOMA



Frontline and relapsed setting

• Bendamustine and rituximab
• PFS 69.5 months (STIL)

• BR + maintenance rituximab
• 3 year PFS 74% v 58% (maintenance v no maintenance)

• RELAPSED SETTING
• Benda naïve: Benda
• If treated with BR as first line: 

• Retreat with R-chemo
• Autologous stem cell transplant 
• CAR T cell tx
• BiTE tx
• BTKis, Revlimid, PI3K inhibitors 



R/R FL 

• Idelalisib (Median PFS 11 months)

• Duvelisib (Median PFS 10 months) 

• Copanlisib (Median PFS 13 months) 

• Bispecific antibodies: 
• Mosunetuzumab

• Glofitamab



Salles G. How do I sequence therapy for follicular lymphoma? Hematology Am Soc Hematol Educ Program (2020): 287-294



Primary Analysis of ZUMA-5: A Phase 2 Study of Axicabtagene
Ciloleucel (Axi-Cel) in Patients With Relapsed/Refractory Indolent 
Non-Hodgkin Lymphoma (iNHL) (Abstract 700)

• Patients with FL and MZL frequently relapse with standard treatment 

• FL after >=2 lines of therapy, CR rates are low and median duration of response is 
in the span of 1 year 

• ZUMA-5 is a multicenter, single arm, Phase 2 study of axi-cel in patients with R/R 
iNHL (FL (Grades 1 -3a) or MZL(nodal or extranodal)) after >=2 lines of therapy 

Jacobson et al. ASH 2020 
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ZUMA-5 Results

iNHLs ORR 92% (CR 76%) 
FL ORR 94% (80% CR) 
MZL ORR 85% (CR 60%) 
ORR was comparable
across POD24, FLIPI, 
GELF, refractory status 
and prior lines of therapy. 

Jacobson et al. ASH 2020 



ZUMA-5 Results (continued)

Grade >=3 CRS occurred in 7% of patients with iNHL
(6% FL, 9% MZL) 
Grade >=3 Neurologic events occurred in 19% of 
patients with iNHL (15% in FL, 41% in MZL) 

Jacobson et al. ASH 2020 



Study Conclusions

• Axi-cel is safe and effective for the treatment of indolent lymphoma 

• ORR and CR rates are better than in DLBCL

• Durability of response: 64% of FL patients with ongoing responses

• Next steps: 
• Can CAR T treatment potentially cure Follicular Lymphoma? (long term data needed) 

• At what stage should this therapy be used in the future? 

• POD 24 group 

• Relapsed/refractory group  

Jacobson et al. ASH 2020 



CHRONIC LYMPHOCYTIC 
LEUKEMIA



CLL-IPI for Prognosis 

Lancet Oncol. 2016;S1470-2045:30029-8



OS of Untreated Patients based on CLL-IPI

Lancet Oncol. 2016;S1470-2045:30029-8



The Evolution of CLL Therapy 

Burger et al. Nat Rev Clin Oncol. 2018 15 (8): 510-527



Targeted Agents in CLL

• Idelalisib – PI3K inhibitior

• Ibrutinib – BTK inhibitor

• Venetoclax – BCL2 inhibitor

Burger et al. Nat Rev Clin Oncol. 2018 15 (8): 510-527



Algorithm for CLL Treatment 

CARE at ASH 2020



Frontline Treatment Data 

• Chlor –Ob 
• Median PFS 27 months
• TTNT 48 months 

• FCR
• Median PFS 52 months
• < 65, IGHV mutation, negative 17p del

• Ibrutinib 
• Burger et al, 2015 (RESONATE 2)

• Ibrutinib vs chlorambucil (2 year OS 98% vs 
85%)

• 42% discontinuation rate at 5 years due to 
adverse events.  

• Shanefelt et al. 2018 
• IR vs FCR (2 year PFS 89% vs 73%) 
• Favours IR for unmutated IGHV 

• Woyach et al., 2018 
• I vs IR vs BR (2-year PFS 87% v 88% v 74%)
• Ritux addition offered no benefit

• ELEVATE TN 
• Acalabrutinib + G vs A vs Chlo O (PFS at 24 

months 93% vs 87% vs 47%) 



Knowledge gaps in frontline treatment

• Utility of Minimal Residual Disease status 

• Ibrutinib is an indefinite treatment regimen: 
• Hope for fixed duration treatments 



CLL14 – First upfront Venetoclax trial

Fischer et al. Venetoclax and Obinutuzumab in  Patients with CLL and Coexisting Conditions. NEJM 2019. 380 (23): 2225 – 2236



PFS at 36 months: 82% vs 50%

Fischer et al. Venetoclax and Obinutuzumab in  Patients with CLL and Coexisting Conditions. NEJM 2019. 380 (23): 2225 – 2236



Minimal Residual Disease significance 

• uMRD is a key goal of fixed-duration treatment regimens

Bottcher et al. Heatol Oncol Clin North Am. 2013. 27 (2): 267-88



Clonal Dynamics after Venetoclax-Obinutuzumab Therapy: Novel 
Insights from the Randomized, Phase 3 CLL 14 Trial MRD results 
(CLL14 Abstract 127)

Al-Sawaf et al. ASH 2020. 



MRD response deepened with continuation of Venetoclax treatment

Al-Sawaf et al. ASH 2020. 



Deeper MRD modulates time after 
therapy 

Al-Sawaf et al. ASH 2020. 



Al-Sawaf et al. ASH 2020. 



4-year Follow-up

Al-Sawaf et al. ASH 2020. 



Study Conclusions

• Clonal growth was lower after Ven-Obi indicating more effective MRD eradication 
with Ven-Obi

• Sustained PFS benefit due to deeper MRD status with 4-year PFS rate of 74% for 
Ven-Obi patients vs 35% for Chlor-Obi

Al-Sawaf et al. ASH 2020. 



Ibrutinib Plus Venetoclax for First-Line Treatment of CLL/SLL: 
1-Year Disease-Free Survival (DFS) Results From the MRD 
Cohort of the Phase 2 CAPTIVATE Study (Abstract 123)

• Ibrutinib and venetoclax have synergistic and complementary antitumor activity 
and act via mobilization and clearance of CLL cells leading to deep responses. 

• CAPTIVATE is an international phase 2 study evaluating first line treatment with 
12 cycles of combined ibrutinib + venetoclax

Wierda et al. ASH 2020
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Disease Free Survival 

Wierda et al. ASH 2020



Study Conclusions

• 1-year DFS of 95% in patients with uMRD randomized to placebo after 12 cycles of 
ibrutinib + venetoclax supports a fixed-duration treatment approach and 
treatment discontinuation for those with uMRD. 

• Excellent combination option: 30-month  PFS rates of > 95% across all 
treatment arms compare favorably to other first line fixed duration regimens
including FCR (3 year PFS 73%) and venetoclax + obinotuzumab (3 year PFS 82%) 

• Ibrutinib + venetoclax provides highly concordant deep MRD remissions in BM 
(72%) and PB (75%) in first line CLL. 

• No new safety signals emerged 

• Need additional data (early data) 

Wierda et al. ASH 2020



RELAPSED/REFRACTORY CLL 
TREATMENT ALGORITHM

CARE at ASH 2020



Knowledge gaps in R/R CLL setting 

• Managing ibrutinib resistance
• LOXO-305 in ibrutinib resistant patients (Abstract 542) 

• Long-term outcomes of Ven-R in R/R setting 



5-year analysis of MURANO Study Demonstrates Enduring uMRD in a 
Subset of Relapsed/Refractory Chronic Lymphocytic Leukemia (R/R CLL) 
Pts Following Fixed-Duration VenR Therapy (Abstract 125)

Kater et al. ASH 2020 



VenR v BR (R/R CLL) 

Kater et al. ASH 2020 



Future Questions in CLL 

• Head to head trial of ibrutinib vs acalabrutinib 
• CLL 17

• Use of MRD testing in CLL patients 



Conclusions

• ASH 2020 highlights that treatment options for lymphoma are growing

• CAR-T and BiTE treatment are coming to the forefront for many aggressive and 
indolent NHL. 

• For CLL, role of MRD and novel frontline combination treatment combinations are 
being explored

• In ibrutinib resistant patients, VenR shows excellent long-term efficacy and safety 
data. 



Thank you! 


