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Substance: zanubrutinib 

 

Brand Name: Brukinsa 

 

Originator/licensee: 

BeiGene Ireland Ltd 

 

Classification: NCE 

 

ATC code: L01EL03 

 

Orphan Status: 

Eu: Yes 

Us: Yes 

 

Mechanism of action:  

Zanubrutinib forms a 

covalent bond with a 

cysteine residue in the BTK 

active site, leading to 

inhibition of BTK activity. BTK 

is a signaling molecule of the 

BCR and cytokinereceptor 

pathways. In B-cells, BTK 

signaling results in activation 

of pathways necessary for B-

cell proliferation, trafficking, 

chemotaxis, and adhesion 

[1]. 

Authorized Indication:  

EMA: zanubrutinib as monotherapy is 

indicated for the treatment of adult pts with 

WM who have received at least one prior 

therapy, or in first line treatment for pts 

unsuitable for chemo-immunotherapy[2]. 

FDA: zanubrutinib is a kinase inhibitor 

indicated for the treatment of adult pts 

with:• MCL who have received at least one 

priortherapy. • WM [1] 
 

Route of administration:OS 
 

Licensing status 

EU CHMP P.O. date: 16/09/2021 

FDA M.A. date: 31/08/2021 
 

EU Speed Approval Pathway: - 

FDA Speed Approval Pathway: - 
----- 

ABBREVIATIONS: 

6
th

-IWWM: 6th International Workshop on 

Waldenström’smacroglobulinaemia 

AE: adverse events 

alloSCT:allogeneic stem cell transplantation 

ASCT: autologous stem-cell transplantation 

BCR: B-cell antigen receptor 

BID: twice daily 

BM: bone marrow  

BTK: Bruton’s tyrosine kinase 

CHMP: Committee for MedicinalProducts for Human Use 

CR: complete response 

IRC: independent review committees  

ITT: intention-to-treat  

M.A.: Marketing Authorization  

MCL: Mantle cell lymphoma  

MRR: major response rate 

MYD88: myeloid differentiation factor 88  

MYD88wt: MYD88wild-type 

ORR: overall response rate 

P.O.: Positive Opinion 

PR: Partial Response 

Pts: patients 

R/R: relapsed or refractory  

TEAE: Treatment-emergent adverse events 

TN: treatment-naïve  

VGPR: very good partial response 

vs.: versus 

WM:Waldenström’smacroglobulinaemia 

Summary of clinical EFFICACY: 

ASPEN (NCT03053440)phase 3 randomized, open-label, multicenter study comparing zanubrutinib vs.ibrutinib in pts 

with R/R or TN WM who are unsuitable for chemo-immunotherapy. The study includes two cohorts, a randomized 

cohort (cohort 1, n=201) with a MYD88 mutation and a non-randomized cohort, (cohort 2; n= 28; 26 with centrally 

confirmed MYD88wt and 2 with unknown MYD88 mutational status) and a history of inadequate response to ibrutinib 

therapy. 

o In cohort 1:Pts were randomized to receive zanubrutinib 160mg BID (n=102) or ibrutinib 420 mg once daily (n=99), in 

28-day cycles until progression or intolerance. The primary endpoint was the proportion of pts who achieved a VGPR 

or CR, as assessed by an IRC based on the 6
th

-IWWM consensus criteria. None of thepts achieved a CR. Frequency of 

IRC-assessed VGPRs was 28.4%in zanubrutinib groupvs.19.2% in ibrutinib group (2-sided p=0.09)[1,3,4]. 

o In cohort 2:All pts received zanubrutinib 160mg BID in 28-day cycles until disease progressionor intolerance.As the 

cohort 2 sub-study of ASPEN was exploratory in nature, there was no pre-specified primary efficacy endpoint. The 

efficacy analysis set includes only the 26 pts with centrally confirmed MYD88wt disease. Efficacy end points of interest 

included the proportion of pts who achieved a CR or VGPR, MRR, ORR, as assessed by an IRC based on the 6
th

-IWWM. 

None of the pts achieved a CR. Among the 26 pts, 27% achieved a VGPR (95% CI 12-48), 50% achieved anMRR (95% CI 

30-70), and 81% achieved anORR (95% CI 61-93), per 6
th

-IWWM consensus criteria [1,3,5]. 
 

Summary of clinical SAFETY: 

o In cohort 1:data on safety population, zanubrutinib(n=101) or ibrutinib (n=98), reported that serious AE occurred in 

40% inthe zanubrutinibgroup vs. 41% in theibrutinibgroup, and included: influenza (3%in zanubrutinib arm vs. 1% in 

ibrutinib arm), neutropenia and febrile neutropenia (both 3% in zanubrutinib arm vs. 0% in ibrutinib arm). Permanent 

discontinuation of zanubrutinib due to an AE occurred in 2% of pts and included haemorrhage (n=1), neutropenia and 

neutrophil count decreased (n=1). Common non-serious AE (zanubrutinib arm vs. ibrutinib arm) were: upper 

respiratory tract infection (44% vs.40%), musculoskeletal pain (45% vs. 39%), haemorrhage (42% vs. 43%), diarrhoea 

(22% vs. 34%), nausea (18% vs. 13%) and constipation (16% vs. 7%)[1,4]. 

o In cohort 2:data on safety population (n=28, included 26 pts with confirmed MYD88wt and 2 pts with unknown 

MYD88 mutational stuatus)reported that 85.7% of the pts experienced at least one TEAE.Serious AE occurred in 39% 

of the pts and included pneumonia (n=3), cellulitis and respiratory tract infection (n=2). Grade 3 AEs reported in at 

least 5% of the pts were neutropenia, anaemia, hypertension (11% each), thrombocytopenia, diarrhoea, respiratory 

tract infection, pneumonia and hyponatremia (7% each). Permanent discontinuation of zanubrutinib due to AEs 

occurred in 7% of the pts and included subdural haemorrhage (n=1) and diarrhoea (n=1)[1,5]. 
 

Ongoing studies: 

● For the same indication:Yes 

● For other indications:Yes 
 

Discontinued studies (for the same indication): - 
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Cost of therapy: 

In U.S.A. 120 capsules/pack of zanubrutinib (80 mg) cost 

$14.094,10 [6], which covers a 28-day cycle of therapy 

(the recommended dose of zanubrutinib is 160 mg BID) 

[1]. 
 

Epidemiology: 

WM is a rare disease that accounts for 1%–2% of non-

Hodgkin lymphomas [7]. In Europe,the incidence of WM 

was 0.81/100000at January 2021[8]. 
 

----- 

POSSIBLE PLACE IN THERAPY 

Participation in clinical trials is strongly encouraged for 

all pts, either in 1st-line or subsequent lines of therapy. 

Treatment choice is guided by the clinical presentation 

of the disease or complications requiring immediate 

treatment response vs. immunological complications 

without high BM infiltration or presentation with bulky 

disease (such as massive orgamomegaly/ 

lymphadenopathy, hyperviscosity).  

-For pts who relapse within < 1 year after their last 

treatment, ibrutinib is recommended. 

-For pts who relapse between 1 and 3 years, ibrutinib is 

an appropriate treatment choice.  

-For pts who relapse >3 years after receiving a rituximab-

based regimen, an alternative rituximab-based 

combination may be considered.If rituximab with 

cyclophosphamide was used, rituximabwith either 

bendamustine or bortezomib either with or without 

dexamethasone may be used. Rituximab with nucleoside 

analogues should be used cautiously.  

-Ibrutinib may also be a treatment option for pts with 

late relapses.  

- High-dose therapy with ASCT may be considered in 

selected young pts with chemosensitive relapse. 

- The role of alloSCT is limited outside clinical trials and 

should be considered only in highly selected young pts 

with aggressive disease, who have failed or are resistant 

to BTK inhibitors [7] 
 

OTHER INDICATIONS IN DEVELOPMENT: Chronic 

Lymphocytic Leukaemia, Small Lymphocytic Lymphoma, 

Non-Hodgkin Lymphoma [9] 
 

SAME INDICATION IN EARLIER LINE(S) OF TREATMENT:- 
 

OTHER DRUGS IN DEVELOPMENT for the SAME 

INDICATION:carfilzomib + ibrutinib[10] 
 

*Service reorganization No 

*Possible off label use Yes for MCL 
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