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Treatment Overall Response Rate Overall Survival Adverse Effects
Myelosuppression,
Chlorambucil immunosuppression,
(Before the 1980s) 30-70% Variable gastrointestinal
60-80%
monotherapy)>90% Improved with  Myelosuppression, mild nausea,
Bendamustine (1980s-2000s) (with rituximab) combination infection risk
(1980s-2000s) Improved in Myelosuppression,
Fludarabine/ cyclophosphamide combination immunosuppression, nausea,
rituximab (FCR) Approx. 70-80% regimens fever, rash
2000s- Significantly Bruising, bleeding, hypertension,
BTK Inhibitors ( [ AlR) & — FH %% 80-90% extended atrial fibrillation
Over 80% (with Significantly Neutropenia, diarrhea, nausea,
Venetoclax (HAR) rituximab) extended anemia, thrombocytopenia
iE FEAE AEER R BlE
Mantle cell ymphoma (MCL)| Open-label phase Il study, MCL (N = 86), Oral: 160 mg twice
(Relapsed/ Refractory) daily

9 0
Blood. 2022 May ORR 84% and CR 78%.

26;139(21):3148-3158. DOR (19.5 month), PFS (33.0 month)

ADR : neutrophil count decreased (46.5%), upper
respiratory tract infection (38.4%), rash (36.0%) and
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platelet count decreased (32.6%); most were grade
1/2 events. Grade =3 : neutropenia ( 18.6% )and
pneumonia (12.8%).

Waldenstrom
macroglobulinemia (WM)
with MYD88"#%>"

Blood. 2020 Oct
29;136(18):2038-2050.

A randomized open-label phase Ill zanubrutinib vs
ibrutinib

CR (not reached) and VGPR (28% vs 19% but not
significant).

MRR (77% vs 78%)

ADR: Atrial fibrillation, contusion, diarrhea,
peripheral edema, hemorrhage, muscle spasms,
and pneumonia were less common with
zanubrutinib than ibrutinib

Zanubrutinib: more incidence of neutropenia

Zanubrutinib oral: 160
mg twice daily

Ibrutinib oral: 420 mg
once daily

Marginal zone lymphoma
(MZL) (Relapsed/
Refractory)

Blood Adv. 2023 Nov
28;7(22):6801-6811.

Open-label phase 2 study, patients received at least
1 anti-CD20-directed regimen.

ORR: 68.2%, 24-month DOR (72.9%),

PFS and OS at 24 months are 70.9% and 85.9%

Oral: 160 mg twice
daily until disease
progression

CLL (Relapsed/ Refractory)

J Clin Oncol. 2023 Feb
10;41(5):1035-1045.

Randomized phase IlI
zanubrutinib (n=207) vs ibrutinib (n=208)

ORR: 78.3% vs 62.5% and also for del(17p)/TP53
mutations 80.5% vs 50.0%

del(11q): 83.6% vs 69.1%

12-month PFS: 94.9% vs 84%
Atrial fibrillation rate: 2.5% vs 10.1%

Zanubrutinib oral: 160
mg twice daily vs

Ibrutinib oral: 420 mg
once daily

ORR, overall response rate; CR, complete response; DOR, duration of response; PFS, progression free survival; VGPR,

very good partial response; MRR, major response rate; OS, overall survival;
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B CrCl230 mL/ min : EFRRELE -
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. to cell-fate decision
MR R T IR - NARARART
Patients type Treatment regimen Efficacy Phase AR
N

Patients with treatment naive CLL/SLL
Zanubrutinib vs 24-month PFS rate: 78.4% vs. 65.9%; HR: 0.65; | 3 207 vs.
ibrutinib 95% Cl: 0.49-0.86; P = 0.002 208
Ibrutinib vs. PFS: median-NR vs. 15 months; 59% vs. 9% 3 136 vs.
chlorambucil (HR: 0.154) 133

Without del(17p) 7-year OS: median NR vs. 89 months; 78% in

and TP53 mutation ibrutinib (HR: 0.453)

ORR: 92% vs. 37%
BR vs. ibrutinib 2-year PFS rate: 74% vs. 87% ( P < 0.001) vs. 3 182 vs.
monotherapy vs. IR | 88% ( P < 0.001) 182 vs.
183
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Patients type Treatment regimen Efficacy Phase AR
N
With del(17p) and | Zanubrutinib ORR: 94.5%; 18-month PFS rate: 90.6%; 18- 3 109
TP53 mutation month OS rate: 95.1%
IGHV unmutation | Zanubrutinib vs. BR | Longer PFS with zanubrutinib than with BR 3 125 vs.
(HR: 0.24; 95% Cl: 0.13-0.43) 121
IGHV mutation Zanubrutinib vs. BR | Longer PFS with zanubrutinib than with BR 3 109
(HR: 0.35; 95% Cl: 0.19-0.64)
Patients with R/R MCL
Overall Zanubrutinib ORR: 83.7%; CR rate: 77.9%; median PFS: 2 86
33 months
Acalabrutinib ORR: 81%; CR rate: 40%; 12-month PFS rate: 2 124
67%, 12-month; OS rate: 87%
Ibrutinib ORR: 68%; CR rate: 21%; median PFS: 2 111
13.9 months
Orelabrutinib ORR: 82.5%; CR rate: 24.7% 2 97
Patients with WM (Overall)
TN Ibrutinib + rituximab | PFS: NR (rate 68%); RR: 76%, PR: 45%; VGPR: 3 75
29%; CR: 1%; TTNT: NR
R/R Ibrutinib RR: 77%; VGPR: 29%; PR: 48% 3 31
TN Zanubrutinib MR: 21%; PR: 47%; VGPR: 26% 3 19
R/R Zanubrutinib MR: 16%; PR: 49%; VGPR: 29% 3 83
TN Acalabrutinib ORR: 93%; MR: 14%; PR: 71%; VGPR: 7% 2 14
R/R Acalabrutinib ORR: 94%; MR: 15%; PR 47%; VGPR: 32% 2 92
R/R Orelabrutinib MR: 80.9%; VGPR: 21.3%; PR: 59.6% 2 47
Patients with R/R MZL
Overall Zanubrutinib ORR: 68.2%; CR rate: 25.8%; median PFS: NR 2 68
Acalabrutinib ORR: 53%; CR rate: 13%; median PFS: 1/2 43
27.4 months
Ibrutinib ORR: 58%; CR rate: 10%; median PFS: 2 63

15.7 months

A, acalabrutinib; BR, bendamustine plus rituximab; BTK, Bruton tyrosine kinase; C, chlorambucil; Cl, confidence
interval; CLL, chronic lymphocytic leukemia; FCR, fludarabine, cyclophosphamide, rituximab; IR, ibrutinib +
rituximab; HR, hazard ratio; IGHV, immunoglobulin heavy-chain variable-region; MZL, marginal zone B-cell
lymphoma; NR, not reached; PFS, progression-free survival; SLL, small lymphocytic lymphoma; TN, treatment naive;
O, obinutuzumab; ORR, overall response rate; OS, overall survival

Reference : Exp Hematol Oncol 12, 92 (2023). https://doi.org/10.1186/s40164-023-00448-5
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