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Waldenstrom Macroglobulinemia, around the corner….

Treatment Naive

Ricaduto/Refrattario

BTKi BTK degrader BCL2i ADC BsAbs

Single Agent Pirtobrutinib
BGB-16673

NX-5948
ABBV-101

Sonrotoclax Lonca Epco

Combo Pirto+Ven \ Zanu+Sonrot \ \

BTKi BCL2i

Combo

BR+Acala Ven+R

BR+Zanu Ven+R vs Ibru+R

Zanu+Sonrotoclax Ven+R vs DRC

Ongoing or completed but 
data missing 



RR Waldenstrom Macroglobulinemia: Pirtobrutinib (ncBTKi)

1. Mato et al, Lancet, 2021:397:892-901. 2. Brandhuber et al. Clin. Lymphoma Myeloma Leuk. 2018.18:S216. Illustration reproduced courtesy of Cell Signaling Technology, Inc. (www.cellsignal.com).



Phase 1/2 BRUIN Study: Design, Eligibility and Enrollment

cBTKi=covalent Bruton tyrosine kinase inhibitor. Data cutoff date of 29 July 2022. aOther includes DLBCL, Richter transformation, FL, MZL, B-PLL, Hairy Cell Leukemia, PCNSL, and other transformation.
Data from Palomba ML, et al. Presented at ASH Annual Meeting 2022. Abstract 229.



WM Patient Characteristics

cBTKi=covalent Bruton tyrosine kinase inhibitor; CIT=Chemoimmunotherapy; IPSS=International Prognostic Scoring System. Data cutoff date of 29 July 2022. Total % may be different than the sum of the individual 
components due to rounding. aIn the event more than one reason was noted for discontinuation, disease progression took priority. bOne patient had unknown reason for prior BTKi discontinuation. cMolecular
characteristics were determined locally and are presented based on data availability. Data from Palomba ML, et al. Presented at ASH Annual Meeting 2022. Abstract 229.



Pirtobrutinib Efficacy in WM Patients

Data cutoff date of 29 July 2022. Data for 4 patients are not shown in the waterfall plot due to missing IgM values at baseline or response assessment. Response as assessed by investigator based on Modified 
IWWM6 (Owen’s) criteria. Under modified IWWM6 criteria, a PR is upgraded to VGPR if corresponding IgM is in normal range or has at least 90% reduction from baseline. aMajor response includes subjects with a 
best response of CR, VGPR, or PR. Total % may be different than the sum of the individual components due to rounding. Data from Palomba ML, et al. Presented at ASH Annual Meeting 2022. Abstract 229.



Major Response Rate in WM Subgroups

Data cutoff date of 29 July 2022. Response as assessed by investigator based on modified IWWM6 criteria.
Data from Palomba ML, et al. Presented at ASH Annual Meeting 2022. Abstract 229.



Progression-Free Survival and Overall Survival in Prior cBTKi Patients

Data cutoff date of 29 July 2022. Response as assessed by investigator based on modified IWWM6 criteria.
Data from Palomba ML, et al. Presented at ASH Annual Meeting 2022. Abstract 229.

• The median follow-up for PFS and OS in patients who received prior cBTKi was 19.4 and NR months, respectively
• All population, median followup 22.3 mo, median PFS 22 mo; PFS rate at 18 mo: 61.4%
• 55.6% (35/63) of patients who received prior cBTKi remain on pirtobrutinib



Pirtobrutinib Safety Profile in WM

Data cutoff date of 29 July 2022. aAggregate of neutropenia and neutrophil count decreased. bAEs of special interest are those that were previously associated with covalent BTK inhibitors. cAggregate of contusion, 
petechiae, ecchymosis, and increased tendency to bruise. dAggregate of all preferred terms including rash. eAggregate of all preferred terms including hematoma or hemorrhage. fAggregate of atrial fibrillation and 
atrial flutter. Data from Palomba ML, et al. Presented at ASH Annual Meeting 2022. Abstract 229.



RR WM: Pirtobrutinib + Venetoclax



RR WM - BGB-16673 (BTK degrader)

Frustaci AM et al, EHA 2025



CaDAnCe-101: Phase 1/2, Open-Label, Dose-Escalation/Expansion Study
in R/R B-Cell Malignancies

Frustaci AM et al, EHA 2025



Patient’s Characteristics

Frustaci AM et al, EHA 2025



BGB-16673 - Response Rates

Frustaci AM et al, EHA 2025

• Response rates were observed at all dose levels and in pts with prior CIT (25/30), cBTKi (27/32) or ncBTKi (4/4)
• Responses occurred regardless of baseline mutations (BTKi-resistant mutations, TP53 and CXCR4)
• Rapid decline in IgM with 
• With a median follow-up of 8.2 mo, mPFS was NR



BGB-16673 - Safety and TRAEs in > 10% of Patients

Frustaci AM et al, EHA 2025



Ph 1/1b Trial BGB-11417-101 – RR WM Cohort

Cheah CY et al, EHA 2025

Sonrotoclax (BGB-11417), a next-generation BCL2 inhibitor, is a more selective and pharmacologically
potent inhibitor of BCL2 than venetoclax, with a shorter half-life and no drug accumulation



Ph 1/1b Trial BGB-11417-101 – Pts Characteristics and Safety

Cheah CY et al, EHA 2025

• 6 patients died while on study due to PD (n=4) and AEs
(n=2) of COVID-19 and pneumonia; 

• No cases of laboratory or clinical TLS occurred up to the 
highest dose tested (640 mg);

• No cases of atrial or ventricular fibrillation were reported;
• Sonrotoclax 320 mg was declared the RP2D, and no MTD 

was reached.



Ph 1/1b Trial BGB-11417-101 – Response Rates

Cheah CY et al, EHA 2025

• Median time to response: 4.4 mo in all pts, 2.8 mo in 320 mg cohort
• Among 9 patients with a BTK inhibitor as their last therapy, an ORR of 66.7% (MR, n=1; PR, n=4; VGPR, n=1) was achieved
• Median DoR and median PFS were NR



Modified from Alderuccio P et al, Blood 2025

Marginal Zone Lymphomas, around the corner….
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Phase 1/2 BRUIN Study Design

Data cutoff date of 05 May 2023 (NCT03740529). aOther includes DLBCL, RT, WM, FL, MZL, B-PLL, HCL, PCNSL, and other transformations.
Patel, et al.; ASH 2023



MZL Patient Characteristics

Patel, et al.; ASH 2023



Pirtobrutinib Efficacy in MZL

Data for 7 patients are not shown in the waterfall plot due to no measurable target lesions identified by CT at baseline, discontinuation prior to first response assessment, or lack of adequate imaging in follow-up. 
*Indicates patient with a > 100% increase in sum of products of diameter, with the corresponding change from baseline of 181.6%. aORR is the number of patients with best response of CR or PR divided by the total 
number of patients; No patients with a best response of not evaluable (NE) are included in the denominator.

Patel, et al.; ASH 2023



Pirtobrutinib Progression-Free and Overall Survival

Patel, et al.; ASH 2023



Pirtobrutinib Safety Profile

Patel, et al.; ASH 2023



Kim TM et al, Oral at ASH 2024

Study Design of ELM-2 Ph 2 Trial



Kim TM et al, Oral at ASH 2024

ELM-2 Patient’s Characteristic
Patient and disease characteristics Overall (n=42)* Extranodal (n=21) Nodal (n=15) Splenic (n=5)
Median age (range), years 63.5 (34–82) 59.0 (34–82) 66.0 (38–80) 73.0 (52–80)
Male, % 45.2 42.9 46.7 40.0
Ann Arbor stage III/IV, % 83.3 76.2 93.3 80.0

Bulky disease, % 9.5 14.3 0 20.0

Race, % White / Asian / Black or African 
American / Not reported 47.6 / 38.1 / 4.8 / 9.5 33.3 / 57.1 / 4.8 / 4.8 60.0 / 26.7 / 6.7 / 6.7 80.0 / 0 / 0 / 20.0

ECOG PS, % 0 / 1 45.2 / 54.8 42.9 / 57.1 46.7 / 53.3 40.0 / 60.0
IPI score, % 3 / 4–5 19.0 / 9.5 23.8 / 0 13.3 / 20.0 20.0 / 20.0

Median number of prior lines of therapy (range) 2 (1–8) 2 (1–8) 2 (1–4) 2 (2–4)

Number of prior lines,† % ≥2 / ≥3 / ≥4 / ≥5 83.3 / 31.0 / 19.0 / 2.4 76.2 / 38.1 / 19.0 / 4.8 93.3 / 20.0 / 13.3 / 0 100 / 40.0 / 40.0 / 0

Primary refractory, % 33.3 38.1 33.3 20.0

Refractory to last line of therapy, % 64.3 57.1 80.0 60.0

Refractory to anti-CD20 antibody in any line, % 47.6 52.4 53.3 20.0

Double refractory to alkylator/anti-CD20 antibody in any line, % 33.3 42.9 33.3 0

Prior BTKi, % 28.6 19.0 33.3 60.0

Prior bendamustine, % 33.3 33.3 40.0 20.0

Prior ASCT, % 7.1 9.5 6.7 0

POD24, % 50.0 57.1 60.0 0



Kim TM et al, Oral at ASH 2024

ELM-2 Results



TEAEs* in ≥15% of patients

Odronextamab demonstrated generally manageable safety consistent with 
that reported in 3L+ R/R FL

31

n (%)
Overall (n=42)

Any event Treatment related

Any TEAE 42 (100.0) 42 (100.0)

Grade ≥3 TEAE 35 (83.3) 31 (73.8)

Serious TEAE 27 (64.3) 17 (40.5)

TEAE leading to dose interruption/delay 35 (83.3) 33 (78.6)

TEAE leading to dose reduction 4 (9.5) 3 (7.1)

TEAE leading to discontinuation 4 (9.5) 1 (2.4)

TEAE leading to death 0 0

• Safety profile was generally consistent across MZL subtypes, with 
CRS, IRR, and pyrexia among the most frequent TEAEs

• Treatment-related TEAEs leading to discontinuation: CRS (n=1)
• Overall safety consistent with that in 3L+ R/R FL in ELM-22
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Kim TM et al, Oral at ASH 2024



AEs of interest: CRS and ICANS
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• 0.7/4/20 mg step-up regimen:
‒ CRS events all Grade 1/2 and generally confined to Cycle 1 
‒ CRS events resolved within a median of 6.2 hours (range 1.0–29.0) with supportive measures

• No ICANS events reported

0.7/4/20 mg
Overall (n=23) Extranodal (n=10) Nodal (n=9) Splenic (n=4)

CRS (any grade), n (%) 13 (56.5) 5 (50.0) 5 (55.6) 3 (75.0)
Grade 1 8 (34.8) 5 (50.0) 2 (22.2) 1 (25.0)
Grade 2 5 (21.7) 0 3 (33.3) 2 (50.0)

Grade 3 0 0 0 0
Grade ≥4 0 0 0 0

Median time to onset CRS (range), hours 4.0 (−6.0–64.0) 4.0 (−6.0–18.7) 3.6 (0.0–64.0) 3.0* (3.0–3.0)

Median CRS duration (range), hours 6.2 (1.0–29.0) 5.5 (1.4–29.0) 6.0 (1.0–16.8) 6.7* (6.7–6.7)

Systemic steroid for CRS management, n (%) 8 (34.8) 2 (20.0) 3 (33.3) 3 (75.0)

Tocilizumab for CRS management, n (%) 7 (30.4) 2 (20.0) 3 (33.3) 2 (50.0)

Kim TM et al, Oral at ASH 2024



AEs of interest: Infections
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Data cut-off date: August 15, 2024. 
*Incidence of COVID-19 equates to incidence of coronavirus infection (HLT), as all preferred-term infection events reported under this HLT were COVID-19 related; †Preferred term description per NCI-CTCAE v5.0.
CMV surveillance was done by PCR testing in blood during screening, at Week 6, Week 12, Week 24, and at other timepoints when clinically indicated
AEs, adverse events; HLT, high-level term; MZL, marginal zone lymphoma; NCI-CTCAE, National Cancer Institute-Common Terminology Criteria for Adverse Events; TEAE, treatment-emergent adverse event. 

• Most frequent infections: COVID-19* (19.0%), cytomegalovirus reactivation† (11.9%), upper respiratory tract infection† (9.5%), and 
herpes zoster† (9.5%)

• Infection incidence was broadly similar across extranodal, nodal, and splenic subtypes
• No treatment discontinuations due to treatment-related infections
• No Grade 5 infections
• COVID-19* infection was reported in eight patients overall (Grade 3/4, n=2; no Grade 5)

All safety-evaluable patients

Patients with 
any infection TEAE, n (%) Overall (n=42) Extranodal (n=21) Nodal (n=15) Splenic (n=5)

Any grade 29 (69.0) 17 (81.0) 9 (60.0) 3 (60.0)

Grade 1 4 (9.5) 3 (14.3) 1 (6.7) 0

Grade 2 15 (35.7) 8 (38.1) 5 (33.3) 2 (40.0)

Grade 3 9 (21.4) 5 (23.8) 3 (20.0) 1 (20.0)

Grade 4 1 (2.4) 1 (4.8) 0 0

Grade 5 0 0 0 0



ZUMA-5: Ph 2 Trial of Axicel in 3L+ MZL

Progression Free Survival

Neelapu SS, abs#864 ASH 2024



ADC – Ph 2 Trial of Lonca in RR MZL

Lossos I et al, Poster at ASH 2024



BTK Degrader: 

Zinzani PL et al, ICML 2024


