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Overview

• December 9-12, 2023, in San Diego, California
• Over 30,000 hematologists / oncologists in attendance
• Selected abstracts from the American Society of Hematology Annual 

Meeting in December, 2023
• Clinically relevant studies that may impact practice in the future

• We will not be covering questions related to your individual health 
care







1.  Circulating tumour DNA in DLBCL

Prognostic Utility of Minimal Residual Disease (MRD) after Curative 
Intent Induction Therapy for DLBCL: A Prospective Real-World Ctdna
Study – Sworder et al.

• In patients with aggressive B-cell lymphomas, we use PET/CT scans to 
assess response to chemotherapy
• Are there additional tools that we could use to help us determine 

which patients are in remission?
• Patients often ask “Can you look for the cancer on blood tests?”
• Circulating tumour DNA = “Liquid Biopsy”





1.  Circulating tumour DNA in DLBCL

• Real world study
• Collected data on patients receiving standard of care first line 

treatment for DLBCL (R-CHOP or R-EPOCH)
• Used an ultra sensitive ctDNA assay
• ctDNA collected at baseline, interim, and end of treatment
• Compared with:
• PET/CT imaging
• Duration of remission
• Survival data





1.  Circulating tumour DNA in DLBCL

• ctDNA was predictive of clinical outcomes
• Patients with undetectable ctDNA were more likely to remain disease free
• Patients with undetectable ctDNA had improved survival

• ctDNA was actually more predictive than PET/CT scans 
• This was true at interim and at end of treatment



Adapted Sworder et al., ASH 2023



1.  Circulating tumour DNA in DLBCL

• Sometimes PET scans can lead to “false positives”
• Inflammation, infection, injury
• ctDNA was helpful at predicting outcomes in patients who had a positive 

PET/CT at end of treatment
• 10 patients in the cohort had positive PET/CT
• None of the patients with undetectable ctDNA have experienced disease 

progression so far



1.  Circulating tumour DNA in DLBCL

• Testing was feasible, non-invasive
• Provided important prognostic information to patients and providers
• “Real world” study
• Could be used together with PET scans to help risk stratify patients
• At the end of treatment, could potentially eliminate the need for 

confirmatory biopsy in some patients with positive PET scans



2.  Bispecific antibody therapy in DLBCL

Glofitamab Monotherapy in Relapsed or Refractory Large B-Cell Lymphoma: 
Extended Follow-Up from a Pivotal Phase II Study and Subgroup Analyses in 
Patients with Prior Chimeric Antigen Receptor T-Cell Therapy and by Baseline 
Total Metabolic Tumor Volume – Hutchings et al.

• Patients with DLBCL have potentially curable disease
• Young/fit patients who relapse or have refractory disease after first line 

therapy may be candidates for high dose chemotherapy and autologous stem 
cell transplantation
• Patients who relapse or have refractory disease after autologous stem cell 

transplant (or who are not candidates for auto transplant) may be eligible for 
CAR-T cell therapy



2.  Bispecific antibody therapy in DLBCL

• What about patients who do not live near centres with cellular 
therapies?  
• CAR-T cell manufacturing takes time, logistically challenging
• Although CAR-T cell therapy has greatly changed the treatment 

landscape, roughly half of patients who achieve a complete response 
to CAR-T will subsequently relapse
• Outcomes for patients with disease recurrence post CAR-T are poor
• Can we improve upon therapies available to patients post CAR-T?



2.  Bispecific antibody therapy in DLBCL

• “Off the shelf” product
• Engages and redirects T-cells to eliminate 

the cancer cells (B-cells)
• Group presented extended follow-up data
• Specifically presented outcomes in patients 

who had received prior CAR-T cell therapy

















2.  Bispecific antibody therapy

• Health Canada conditional approval for Glofitamab and Epcoritamab
• Working group how to safely administer treatments, and how to 

admit patients smoothly/efficiently when required
• Patient support program for Epcoritamab currently open
• We are working on activating a clinical trial for Glofitamab in R/R MCL 

at TOH



3.  Covalent BTK inhibitors in CLL

Pirtobrutinib in Post-cBTKi CLL/SLL: ~30 Months Follow-up and Subgroup 
Analysis With/Without Prior BCL2i from the Phase 1/2 BRUIN Study –
Woyach et al.

• In the past 5-10 years, the development of covalent BTK inhibitors (ie. 
ibrutinib, acalabrutinib, zanubrutinib) and BCL-2 inhibitors (ie. venetoclax) 
has greatly changed the treatment landscape of patients with CLL
• However, therapy with covalent BTK inhibitors (cBTKi) can fail due to 

progressive disease or intolerance
• Sometimes this occurs due to acquired mutations



3.  Covalent BTK inhibitors in CLL

• Pirtobrutinib is a highly selective, non-covalent (reversible) BTKi
• Pirtobrutinib can be effective in patients with R/R CLL, even if they 

have previously failed a cBTKi such as ibrutinib
• Effective in patients who have developed a common mutation that 

results in resistance against ibrutinib
• At ASH 2023, researchers presented an update on the group of CLL 

patients who had previously been treated with cBTKi













3.  Covalent BTK inhibitors in CLL

• With follow-up of 30 months, pirtobrutinib continues to demonstrate 
clinically meaningful and durable efficacy in patients with previously 
treated CLL (all receiving prior cBTKi)
• Many patients were heavily pre-treated
• ORR 80% (regardless of prior BCL-2i exposure)
• Median PFS roughly 20 months in the group (slightly longer if no prior 

BCL-2i exposure)
• Well tolerated, low rates of discontinuation



3.  Covalent BTK inhibitors in CLL

• At TOH, we currently have a clinical trial available for nemtabrutinib
(another ncBTKi) for various types of lymphomas
• CLL cohort is full and no longer recruiting
• We are trying to activate another trial that will compare 

nemtabrutinib to cBTKi



4.  Bispecific antibody therapy in FL

Mosunetuzumab Monotherapy Continues to Demonstrate Durable 
Responses in Patients with Relapsed and/or Refractory Follicular 
Lymphoma after ≥2 Prior Therapies: 3-Year Follow-up from a Pivotal 
Phase II Study – Schuster et al.

• Treatment options are limited in patients who have relapsed FL after 
more than 2 lines of therapy











4.  Bispecific antibody therapy in FL

• In heavily pre-treated patients with R/R FL, fixed duration treatment 
with mosunetuzumab was well tolerated and led to long lasting 
remissions
• In patients who achieved CR:  At 30 months, more than 70% were still 

in remission
• Manageable safety profile
• Outpatient treatment



5.  Combination therapy in R/R MCL

LBA-2 Ibrutinib Combined with Venetoclax in Patients with 
Relapsed/Refractory Mantle Cell Lymphoma: Primary Analysis Results 
from the Randomized Phase 3 Sympatico Study – Wang et al.

• Previous studies have shown us that ibrutinib is effective in patients 
with R/R MCL, and that venetoclax is also effective in this group
• This trial looked at the efficacy of combining the two treatments 

together
• TOH participated in this trial



5.  Combination therapy in R/R MCL

• Phase 3, randomized controlled trial comparing
• Ibrutinib + Venetoclax vs.  Ibrutinib + Placebo
• Combination treatment for 2 years, followed by single agent ibrutinib 

until disease progression or unacceptable toxicity
• Patients with R/R MCL, 1-5 prior lines of therapy



5.  Combination therapy in R/R MCL

• 134 patients randomly assigned to receive Ibrutinib + Venetoclax
• 133 patients randomly assigned to receive Ibrutinib + Placebo
• Median age 68
• 17% had >= 3 lines of prior therapy
• Roughly 40% in each group had LN > 5 cm
• Roughly 1/3 had enlarged spleens
• Roughly 1/3 had mutated TP53



5.  Combination therapy in R/R MCL

• Median PFS 32 months in Ibrutinib + Venetoclax group vs. 22 months 
in Ibrutinib + Placebo group
• More effective even in high risk groups (TP53 mutated disease, 

blastoid variant)





5.  Combination therapy in R/R MCL

• Most frequent adverse events:
• Neutropenia (31% vs 11%)
• Pneumonia (13% vs 11%)
• Thrombocytopenia (13% vs 8%)
• Anemia (10% vs 3%)
• Diarrhea (8% vs 2%)
• Atrial fibrillation (5% vs 5%)
• COVID-19 (5% vs 1%) 
• Hypertension (4% vs 9%)



5.  Combination therapy in R/R MCL

• Ibr+Ven combination demonstrated improved PFS compared with 
Ibr+Pbo in pts with R/R MCL
• CR rates and TTNT were also significantly improved with Ibr+Ven
• OS not significantly improved at this interim analysis. 
• The safety profile acceptable



Questions?


