
The ALPINE Clinical Trial is a global pivotal study designed to evaluate the superiority of BRUKINSA® (zanubrutinib) vs 
ibrutinib in previously treated (second-line) patients with relapsed or refractory (R/R) chronic lymphocytic leukemia (CLL) or small 
lymphocytic lymphoma (SLL) who received at least 1 prior systemic therapy.1,2

In the final analysis of the ALPINE trial, where progression-free survival (PFS) was a key secondary endpoint, BRUKINSA 
demonstrated superior efficacy and a favorable cardiac safety profile vs. IMBRUVICA in R/R CLL patients, which was presented in a 
late-breaking session at the 64th American Society of Hematology Annual Meeting. These results were published simultaneously in 
The New England Journal of Medicine. A previous final analysis also demonstrated superiority in overall response rate (ORR).8

A slow-growing, life-threatening, and incurable cancer of older adults, CLL is the most common leukemia in adults.3-6 
CLL and SLL are considered different manifestations of the same disease.7  
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Trial Design
• Randomized, global Phase 3 trial–the largest head-to-head study of BTK inhibitors in R/R CLL
• Enrolled 652 patients across Europe (60%), the United States (17%), China (14%), New Zealand, and Australia (9%)

Key Endpoints

Key Inclusion Criteria:  
• R/R with more than 1 prior systemic therapy 
• Measurable lymphadenopathy (by CT or MRI)

Key Exclusion Criteria:
• Current or past Richter’s transformation 
• Prior BTK inhibitor therapy 
• Treatment with warfarin or vitamin K antagonists

The ALPINE Trial consisted of 2 arms and enrolled 324 patients in each:

Arm 1: 160 mg BRUKINSA twice daily Arm 2: 420 mg ibrutinib once daily

Primary endpoint:  
Overall response rate (ORR), defined by prespecified 
noninferiority of BRUKINSA vs ibrutinib, as assessed by 
investigator and the Independent Review Committee (IRC) 
using the 2008 International Workshop on CLL guidelines. 

Note: There was hierarchical testing of noninferiority followed by 
superiority in ORR as assessed by investigator and the IRC.1

Key secondary endpoints:
• Investigator-assessed progression-free survival
• Event rate of atrial fibrillation or flutter
• Duration of response
• Overall survival 
• Adverse event
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Key Efficacy Findings8

Key Safety Findings8

Most Commonly Reported 
Grade ≥3 or Higher AEs8

ORR

BRUKINSA: 86.2%
Ibrutinib: 75.7%

(two-sided p=0.0264)

Superior PFS

HR: 0.65 [95% CI, 0.49-0.86] 
p=0.0024

Estimated 24 mo PFS
BRUKINSA: 78.4%

Ibrutinib: 65.9%
(HR: 0.52; [95% CI, 0.30-0.88])

• Safety profile of BRUKINSA was consistent with prior studies and uniform between indications and treatment groups
• Median duration of treatment was 28.4 months [0.4-41.6] in the BRUKINSA group and 24.3 months  [0.1-45.1] in the 

ibrutinib group
• Incidence of atrial fibrillaton or flutter of any grade was lower with BRUKINSA vs. ibrutinib (5.2% vs. 13.3%)
• BRUKINSA demonstrated tolerability with lower discontinuation rates vs ibrutinib (15.4% vs. 22.2%)

BRUKINSA vs ibrutinib
• Pneumonia (5.9% vs. 8.0%)
• Anemia (2.2% vs. 2.5%)
• Blood pressure increased (1.2% vs. 3.1%)

Trial Results:
At the final analysis (n=652), BRUKINSA® (zanubrutinib) met its primary endpoint, demonstrating superiority in investigator-
assessed ORR compared to ibrutinib, with a median follow up of 29.6 months.8

About BRUKINSA:
BRUKINSA is a small-molecule inhibitor of Bruton’s tyrosine kinase (BTK) discovered by BeiGene scientists that is currently 
being evaluated globally in a broad clinical program as a monotherapy and in combination with other therapies to treat various 
B-cell malignancies. BRUKINSA was specifically designed to deliver targeted and sustained inhibition of the BTK protein by 
optimizing bioavailability, half-life, and selectivity. With differentiated pharmacokinetics compared to other approved BTK 
inhibitors, BRUKINSA has been demonstrated to inhibit the proliferation of malignant B cells within a number of disease-
relevant tissues. 

BRUKINSA is supported by a broad clinical program which includes more than 4,700 subjects in 35 trials in more than 25 
countries and regions. To date, BRUKINSA is approved in over 60 markets, including the United States, China, the European 
Union Great Britain, Canada, Australia, South Korea, Switzerland and additional international markets.

The full prescribing information can be found at: https://www.brukinsa.com/prescribing-information.pdf
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