
CONCLUSIONS
•	 Zanubrutinib therapy demonstrated a favorable safety 

profile in patients with R‌/‌R MZL and resulted in durable 
responses

•	 Responses were observed in all MZL subtypes

•	 At a median follow‑up of 27.1 months:

	– ORR was 80%, with a CR rate of 15%

	– All 5 patients with nodal MZL subtype achieved a 
response (ORR: 100%)

	– Median time to first response was 2.8 months

	– 66% of responders were still responding to treatment 
at 18 months

	– PFS rate at 24 months was 59.4%

	– One patient discontinued treatment due to an AE

	– No patients with MZL experienced grade 5 AEs

	– No patients with MZL experienced atrial 
fibrillation‌‌/‌‌flutter
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INTRODUCTION
•	Marginal zone lymphoma (MZL) is the third most common lymphoma and represents approximately 

5%‑15% of all non‑Hodgkin lymphomas1

•	B‑cell receptor (BCR) signaling is a key activation pathway in MZL, and Bruton tyrosine kinase (BTK), a 
target of BCR, has been shown to mediate B‑cell proliferation, migration, and cell survival2‑4

	– Inhibitors of BTK have shown improved efficacy and tolerable toxicity profiles compared with 
chemotherapy‑based approaches in MZL5

•	Zanubrutinib, a potent, selective, and irreversible BTK inhibitor, was designed to maximize BTK 
occupancy and minimize off‑target inhibition of TEC, ITK, and EGFR‑family kinases6

•	Zanubrutinib was investigated in a first‑in‑human phase 1‌/‌2 study (AU‑003), designed to evaluate the 
safety, pharmacokinetics, and antitumor activity of zanubrutinib in patients with B‑cell malignancies

	– Study includes disease‑specific cohorts, including relapsed‌/‌refractory (R‌/‌R) MZL
	– Enrollment is complete, and a total of 384 patients have received treatment in this study, including 
20 patients with MZL

	– At a median follow‑up of 27.1 months, we report safety and efficacy data for the 20 patients with MZL 
treated with single‑agent zanubrutinib

OBJECTIVES
•	Evaluate safety and preliminary efficacy of zanubrutinib monotherapy in patients with R‌/‌R MZL

METHODS
•	AU‑003 is a first‑in‑human, open‑label, multicenter, phase 1‌/‌2 study of zanubrutinib in patients with B‑cell 

malignancies (NCT02343120; Figure 1)

Figure 1: AU‑003 Study Schema
Indication‑Specific Expansion Cohorts
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RP2D 
Dose Disease

All Dosed 
(MZL)

R/R qd All B‑cell 18 (3)

R/R bid All B‑cell 21 (3) 

R/R bid Non‑GCB DLBCL 38 

R/R bid CLL/SLL 71 

R/R bid WM 21 

R/R qd CLL/SLL 20 

Any Any WM 50 

R/R Any MCL 20 

TN Any CLL/SLL 21 

TN Any MCL 20 

R/R Any HCL 11 

R/R bid iNHL 39 (14) 

R/R bid Richter transformation 15

R/R bid All B‑cell (prior BTKi) 3 

DOSE ESCALATION

Dose
All Dosed 

(MZL) 

 40 mg qd 3 (0)

 80 mg qd 4 (0)

 160 mg qd 5 (0)

 320 mg qd 1 (0)

 160 mg bid 4 (0)

ANC, absolute neutrophil count; bid, twice daily; BTKi, Bruton tyrosine kinase inhibitor; ECOG PS, Eastern Cooperative Oncology Group performance status; GCB‑DLBCL, germinal center B‑cell–like 
diffuse large B‑cell lymphoma; HCL, hairy cell leukemia; iNHL, indolent non‑Hodgkin lymphoma; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; qd, every day; R‌/‌R, relapsed‌/‌refractory; 
RP2D, recommended phase 2 dose; TN, treatment naïve; WM, Waldenström macroglobulinemia.
aBoth doses RP2D but as of protocol v.6, all patients were encouraged to switch to 160 mg bid.
bGrowth factor‌/‌transfusion allowed.
cAnticoagulation allowed.

Figure 3: SPD Change From Baseline by MZL Subtype
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Data cutoff: January 29, 2020. Note: 1 patient had inconsistent lymph nodes reported at baseline and post baseline and was not included in the analysis.
MZL, marginal zone lymphoma; SPD, sum of the products of diameters.

Figure 4: Duration of Response in Patients With MZL
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Data cutoff: January 29, 2020. Note: Shaded area shows the 95% CI.
MZL, marginal zone lymphoma.

Figure 5. Progression‑Free Survival in Patients With MZL
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Data cutoff: January 29, 2020. Note: Shaded area shows the 95% CI.
MZL, marginal zone lymphoma.

Table 4: Safety Summary

Event, n (%)
R‌/‌R MZL
(N=20)

Any AE 20 (100)

Grade ≥3 AE 10 (50)

Serious AE 9 (45)

AEs leading to treatment discontinuation 1 (5)a

AEs leading to death 0 (0)
Data cutoff: January 29, 2020
AE, adverse event; MZL, marginal zone lymphoma; R‌/‌R, relapsed‌/‌refractory.
aDiarrhea (grade 3).

Figure 6: Common Adverse Events Regardless of Causality
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Data cutoff: January 29, 2020. Adverse events by Preferred Term. Note: all grade >10% of patients; grade ≥3 in ≥2% of patients.

Figure 7: Adverse Events of Interesta
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Data cutoff: Jan 29, 2020. Note: no atrial fibrillation/flutter was reported.
aPooled terms where appropriate.
bContusion, purpura, increased tendency to bruise, and ecchymosis.
cPooled bleeding terms.
dNeutropenia, neutrophil count decreased, or febrile neutropenia.
eThrombocytopenia or platelet count decreased.
Note: no atrial fibrillation/flutter was reported.

Figure 2: Disposition for Patients With R‌/‌R MZL
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AE, adverse event; PD, progressive disease.
aGrade 3 diarrhea.

Table 1. Patient and Disease Characteristics

Characteristic
R‌/‌R MZL
(N=20)

Age, y
Median (range)
>75 y, n (%)

69.5 (52‑85)
3 (15)

ECOG PS, n (%)
0‌/‌1
2

18 (90)
2 (10)

Bulky disease, n (%)
LDi >5 cm 5 (25)

Bone marrow involvement, n (%)a 13 (65)

Extra nodal disease, n (%)b 20 (100)

No. of prior systemic therapies, median (range) 2 (1‑5)

Subtype, n (%)
Extranodal
Nodal
Splenic

9 (45)
5 (25)
6 (30)

ECOG PS, Eastern Cooperative Oncology Group performance status; LDi, longest diameter; MZL, marginal zone lymphoma; R‌/‌R, relapsed‌/‌refractory.
aDerived from baseline tumor biopsy‌/‌aspiration per investigator assessment.
bExtranodal disease is defined as patients with extranodal baseline target or nontarget lesions, or bone marrow involvement by biopsy per investigator assessment.

Table 2. Best Overall Response by Investigator Assessment

Best Response
R‌/‌R MZL
(N=20)

ORRa n (%) [95% CI]
CR, n (%)
PR, n (%)

16 (80) [56.3, 94.3]
3 (15)

13 (65)

SD, n (%) 3 (15)

PD, n (%) 1 (5)

Median (range) TTR (≥PR), mo 2.8 (2.6‑39.6)

Median (range) study follow‑up, mo 27.1 (8.3‑51.1)

18-mo DOR, % [95% CI] 66.2 [32.4, 86]

24-mo PFS, % [95% CI] 59.4 [33, 79]

24-mo OS, % [95% CI] 83.2 [56, 94]
CR, complete response; DOR, duration of response; MZL, marginal zone lymphoma; ORR, overall response rate; OS, overall survival; PD, progressive disease; PFS, progression‑free 
survival; PR, partial response; R‌/‌R, relapsed‌/‌refractory; SD, stable disease; TTR, time to response.
aORR includes PR and CR.

Table 3. Best Overall Response by MZL Subtype

Best Response, n (%)a
Extranodal

(n=9)
Nodal
(n=5)

Splenic
(n=6)

ORR [95% CI]
CR
PR

7 (77.8) [40.0, 97.2]
1 (11.1)

6 (66.7)

5 (100) [47.8, 100.0]
2 (40)
3 (60)

4 (66.7) [22.3, 95.7]
0 (0)
4 (67)

SD 2 (22.2) 0 (0) 1 (16.7)

PD 0 (0) 0 (0) 1 (16.7)
CR, complete response; ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable disease.
aORR includes PR and CR.

Key Eligibility
•	WHO‑defined B‑cell malignancy
•	>1 prior therapy (relapsed cohorts only)
•	No available higher‑priority treatment
•	ECOG PS 0‑2
•	ANC >1000‌/‌µL, platelets >10 0000‌/‌µLb

•	Adequate renal and hepatic function; 
no significant cardiac diseasec

Cohorts containing MZL pts (n=20) in  blue
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