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R/R MCL: 1L past treatment scenario
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>1 LINE
BTK naive

Wang M et al, NEJM 2013

Median N Prior regimens = 3 (1-5)

IBRUTINIB in r/r MCL

N=111 pts, ORR 68%, CR 21%**

** Revised response criteria for malignant lymphoma 2007

ACE-LY-004 (Acalabrutinib): Change in Tumor Burden and Best 
Response Status per Lugano Classification

Wang M et al. Lancet 2018; Le Gouil er al, Haematologica 2024

ACALABRUTINIB in r/r MCL

Median N Prior regimens = 2 (1-5)

N=124 pts, ORR 81.5%, CR 47.6%*

* Lugano criteria 2014



IBRUTINIB in r/r MCL: 
Most Common Adverse Events

>1 LINE
BTK naive

Atrial fibrillation= 11% pts

Wang M et al, NEJM 2013

ACALABRUTINIB in r/r MCL: 
Most Common Adverse Events

Wang M et al. Lancet 2018; Le Gouil er al, Haematologica 2024

Atrial fibrillation= 2.4 % pts
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Wang et al, Lancet Oncol 2025

N=267
60% pts >1L

Atrial fibrillation 10%



Pirtobrutinib in Relapsed/Refractory (R/R) Mantle Cell Lymphoma (MCL) 

Patients with Prior cBTKi: Updated Safety and Efficacy including High-Risk 

Subgroup Analyses from the Phase 1/2 BRUIN Study

Cohen et al, ASH 2023

Characteristics
Prior cBTKi 

n=152

cBTKi Naïve 

n=14

Prior therapy, n (%)

BTK inhibitor 152 (100) 0 (0)

Anti-CD20 antibody 147 (97) 14 (100)

Chemotherapy 137 (90) 14 (100)

Reason discontinued any prior BTKia, n 

(%)

Progressive disease 128 (84) -

Toxicity / Other 21 (14) -

Unknown 3 (2) -

Ki-67 index, n (%)

<30% 18 (12) 2 (14)

≥30% 45 (30) 6 (43)

Missing 89 (59) 6 (43)

Histology, n (%)

Classic/leukemic 120 (79) 11 (79)

Pleomorphic/Blastoid 32 (21) 3 (21)

sMIPI score, n (%)

Low risk (0-3) 30 (20) 3 (21)

Intermediate risk (4-5) 79 (52) 5 (36)

High risk (6-11) 43 (28) 6 (43)

>1 LINE and
BTK exposed



Pirtobrutinib Safety Profile in MCL Patients

Treatment-Emergent AEs in Patients with MCL (n=166)

All Cause AEs, (≥15%), % Treatment-Related AEs, %

Adverse Event Any Grade Grade ≥3 Any Grade Grade ≥3

Fatigue 31.9 3.0 21.1 2.4

Diarrhea 22.3 0.0 12.7 0.0

Dyspnea 17.5 1.2 9.0 0.6

Anemia 16.9 7.8 7.2 2.4

Platelet Count Decreased 15.1 7.8 7.8 3.0

AEs of Interesta Any Grade Grade ≥3 Any Grade Grade ≥3

Infectionsb 42.8 19.9 15.7 3.6

Bruisingc 16.3 0.0 11.4 0.0

Rashd 14.5 0.6 9.0 0.0

Arthralgia 9.0 1.2 2.4 0.0

Hemorrhagee 10.2 2.4 4.2 0.6

Hypertension 4.2 0.6 1.8 0.0

Atrial Fibrillation/Flutterf,g 3.6 1.8 0.6 0.0

Median time on treatment was 5.5 months for the MCL cohort

Discontinuations due to TRAEs occurred in 3% (n=5) of patients with MCL

Dose reductions due to TRAEs occurred in 5% (n=8) of patients with MCL
aAEs of interest are those that were previously associated with covalent BTK inhibitors. bAggregate of all preferred terms including infection and COVID-19. cAggregate of contusion, bone contusion, ecchymosis, and increased tendency

to bruise. dAggregate of all preferred terms including rash. eAggregate of all preferred terms including hemorrhage or hematoma. fAggregate of atrial fibrillation and atrial flutter. gOf 6 total atrial fibrillation and atrial flutter TEAEs, 3

occurred in patients with a prior medical history of atrial fibrillation. In the MCL cohort, treatment-related AEs leading to discontinuation included weight decrease/alopecia/fatigue (1), neutropenia (1), platelet count decreased (1),

pneumonitis (1), and cholecystitis (1).

>1 LINE and
BTK exposed



R/R MCL: 1L past treatment scenario
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R/R MCL: 1L current treatment scenario
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TRIANGLE ECHO

MIPI int-high 41-43%

Ki67 ≥30% 31-33%

Blastoid 11-13%

sMIPI int-high 66-67%

Ki67 ≥30% 46-49% 

Blastoid/pleomorphic 13-14%

FIRST LINE



- 4-year FFS A: 70%

- 4-year FFS A+I: 82%

- 4-year FFS I: 81%

- 4-year OS A: 81% 

- 4-year OS A+I: 88%

- 4-year OS I: 90%

Dreyling et al ASH 2022; Dreyling at al Lancet 2024
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R/R MCL: 1L current treatment scenario
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