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Sandoz X X X

Gilead X X X

Merck X X

Janssen X X X X
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Incyte X
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Roche X X
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Eli Lilly X X X
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SERB Pharma X X
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Pts ORR CR VGPR PR SD PD PFS OS

TN-CLL

Ibrutinib 136 92.0 30.0 — 62.0 4.0 NR 59.0 at 84 mos 78.0 at 84 mos

Acalabrutinib 179 92.2 11.2 — 81.0 2.2 1.7 77.9 at 48 mos 87.6 at 48 mos

Zanubrutinib 241 94.5 6.6 — 87.9 2.9 0.8 85.5 at 24 mos 94.3 at 24 mos

RR-CLL

Ibrutinib 195 90.0 8.0 — 82.0 NR NR 40.0 at 60 mos Median NR

Ibrutinib

Acalabrutinib

265

268

79.9

83.2

3.0

1.9

—

—

76.9

81.3

10.2

10.8

2.3

0.7

Median 38.4 mos

Median 38.4 mos

Median NR

Median NR

Zanubrutinib

Ibrutinib

327

325

90.6

82.8

4.0

2.5

—

—

86.6

80.3

6.1

10.8

0.9

2.2

78.4 at 24 mos

65.9 at 24 mos

Median NR

Median NR

TN-Mantle cell

R-CHOP+Ibr/R-DHAP ±

ASCT
559 99.0 45.0 — 54.0 0.5 1.0 87.0 at 31 mos 91.0 at 30 mos

BR + Acalabrutinib 299 91.0 66.6 — 24.4 NR NR 66.4 at 50 mos Median NR

RR-Mantle cell

Ibrutinib 111 67.0 23.0 — 44 NR NR 31.0 at 24 mos 47 at 24 mos

Acalabrutinib 124 81.0 40.0 — 41.0 9.0 8.0 49.0 at 24 mos 72.4 at 24 mos

Zanubrutinib 112 84.8 NR — NR NR NR 51.4 at 24 mos 75.9 at 24 mos

Waldenström

Zanubrutinib

Ibrutinib

102

99

81.4

79.8

0

0

36.3

25.3

45.1

54.5

2.9

3.0

1.0

2.0

78.3 at 42 mos

69.7 at 42 mos

87.5 at 42 mos

85.2 at 42 mos

Acalabrutinib 106 93.0 0 7.8 72.9 NR NR 82.0 at 24 mos 89.0 at 24 mos

RR-Marginal zone

Ibrutinib 60 58.0 10.0 — 48.0 30.0 5.0 32.0 at 33 mos 72.0 at 33 mos

Acalabrutinib 40 52.5 12.5 — 40.0 47.5 0 67.0 at 12 mos 91.4 at 12 mos

Zanubrutinib 66 68.2 25.8 — 42.4 19.7 9.1 70.9 at 24 mos 85.9 at 24 mos

Adapted from: Broccoli A. J Cell Mol Med, 2025; 29: e70170

The BTK inhibitors panorama in lymphoid malignancies



MARGINAL ZONE LYMPHOMA



Noy A. Blood Adv, 2020; 4: 5773-5784



Opat S. Blood Adv, 2023; 7: 6801-6811
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PIRTOBRUTINIB 200 mg once daily

36 patients, age: 68 years

17% EMZL

47% Nodal MZL

36% Splenic MZL

Median prior lines: 3 (1-10)

Prior chemotherapy: 86%

Prior cBTKi: 72%

Discontinued due to progression: 55%

Discontinued due to toxicity/other: 17% 

EMZL: 66.7%

ORR: 55.6%      Nodal MZL: 64.7%

Splenic MZL: 38.5%

CR: 8.3%

PR: 47.2%

SD: 36.1%

PD: 8.3%

Median follow-up: ~ 26 months

mDoR: 17.8 months

mPFS: 16.6 months

2-year OS: 77.0%

Patel K. Blood Adv, 2026; 10: 2441-2451

(*) 7 patients with no measurable disease.

(*)



MANTLE CELL LYMPHOMA



Song Y. Blood, 2022; 139: 3148-3158Wang ML. Leukemia, 2019; 33: 2762-2766Wang ML. Blood, 2015; 126: 739-745

Ibrutinib Acalabrutinib Zanubrutinib

Several covalent BTK inhibitors in the relapsed/refractory setting



(*) from randomization to the occurrence of stable disease, progression or death

(*)

Dreyling M. Lancet, 2024; 403: 2293-2306



Median follow-up: 31 months

3y FFS: 88% (A+I)

3y FFS: 72% (A)

Superiority of A+I over A is confirmed

Median follow-up: 31 months

3y FFS: 86% (I)

3y FFS: 72% (A)

Superiority of A vs I is rejected

Conclusion #1: ibrutinib should be part of frontline therapy in younger patients

Dreyling M. Lancet, 2024; 403: 2293-2306



Median follow-up: 31 months

3y FFS (A+I) ~ 3y FFS (I)

Longer follow-up required for confirmation

Conclusion #2: ASCT can be omitted in ibrutinib-treated patients during induction.

ASCT may however maintain a role in high-risk disease (blastoid/pleomorphic, TP53mut, high Ki67) as consolidation.

Dreyling M. Lancet, 2024; 403: 2293-2306



(2 years)

(2 years)

Wang M. J Clin Oncol, 2025; 43: 2276-2284



Wang M. J Clin Oncol, 2025; 43: 2276-2284



Efficacy of Rituximab-Bendamustine With or Without Acalabrutinib in Patients 

With Untreated, High-risk Mantle Cell Lymphoma: An Analysis of the Phase 3 

ECHO Trial

Dreyling M. Hematol Oncol (18 ICML abstracts), 2025; 43(S3): 046a



Characteristics
cBTKi pre-treated MCL

(n=90)

cBTKi Naïve MCL

(n=14)

Median age, years (range) 70 (46-87) 67 (62, 72)

Male, n (%) 72 (80) 10 (71)

Histology, n (%)

Classic/Leukemic

Pleomorphic/Blastoid

70 (78)

20 (22)

11 (79)

3 (21)

ECOG PS, n (%)

0

1

2

61 (68)

28 (31)

1 (1)

5 (36%)

8 (57%)

1 (7%)

Median number prior lines of systemic 

therapy (range)
3 (1-8) 2 (1, 3)

sMIPI Score, n (%)

Low risk (0-3)

Intermediate risk (4-5)

High risk (6-11)

20 (22)

50 (56)

20 (22)

3 (21)

5 (36)

6 (43)

Tumor Bulk (cm), n (%)

<5 / ≥5

<10 / ≥10

65 (72) / 24 (27)

80 (89) / 3 (3)

9 (64) / 5 (36)

11 (79%)/ 2 (14%)

Bone Marrow Involvement, n (%)

Yes

No

46 (51)

44 (49)

4 (29%)

10 (71%)

Reason discontinued any prior cBTKi, n (%)

Progressive disease

Toxicity/Other

74 (82)

16 (18)

-

-

Prior therapy, n (%)

BTK inhibitor

Anti-CD20 antibody

Chemotherapy

Immunomodulator

Stem cell transplant

BCL2 inhibitor

CAR-T

PI3K inhibitor

90 (100)

86 (96)

79 (88)

19 (21)

19 (21)

14 (16)

4 (4)

3 (3)

0 (0%)

14 (100%)

14 (100%)

1 (7%)

7 (50%)

0 (0%)

0 (0%)

1 (7%)

Wang M. J Clin Oncol, 2023; 41: 3988-3997



Wang M. J Clin Oncol, 2023; 41: 3988-3997



• Covalent BTK inhibitors currently represent the standard therapy of relapsed and refractory marginal

zone lymphoma regardless of prior therapy and disease presentation.

• Ibrutinib and acalabrutinib are now part of frontline treatment of mantle cell lymphoma patients along

with chemoimmunotherapy. Post-induction maintenance with both rituximab and covalent BTK

inhibitor is always required. Ibrutinib-based frontline treatment reduces (possibly abrogates) the

indication of a consolidative autologous stem cell transplantation.

• The non-covalent BTK inhibitor, pirtobrutinib, is indicated whenever patients progress on covalent

BTK inhibitors. It is now considered the best salvage therapy in marginal zone lymphoma and the

most suitable second line in mantle cell lymphoma previously treated with ibrutinib or zanubrutinib.

• A careful revision of concomitant medications and a close patient monitoring is always necessary

when treatment with BTK inhibitors is given.

Take home messages
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