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Analysis of hemorrhagic adverse events associated with zanubrutinib and
acalabrutinib based on real-world data
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Abstract: Objective To provide reference for clinical safe use through analysis of post-marketing hemorrhagic adverse events of
zanubrutinib and acalabrutinib. Methods The raw data from the FDA Adverse Event Reporting System (FAERS) and Canada
vigilance adverse reaction online database (CVAROD) between the time of drug lunch to the second quarter of 2024 were imported
into R 4.3 software. The reporting odds ratio (ROR) were used to compare the hemorrhagic signals between zanubrutinib and
acalabrutinib. The effects of the concurrent use of antithrombotic drugs on hemorrhagic adverse events were assessed by univariate
and multivariate Logistic regression analysis. The risk of hemorrhage in patients treated with zanubrutinib or acalabrutinib was
compared through logistic regression analysis. Results System organ class involved in the hemorrhagic signals of zanubrutinib and
acalabrutinib were similar. Compared with acalabrutinib, zanubrutinib showed a positive signal for hemorrhagic adverse events
(FAERS: ROR =2.07, 95% CI=1.79-2.39; CVAROD: ROR =1.50, 95%CI = 1.05-2.16). Univariate Logistic regression showed that
the concurrent use of antithrombotic drugs significantly increased the risk of hemorrhage [zanubrutinib (FAERS): OR = 3.31, P <
0.001; zanubrutinib (CVAROD): OR = 2.70, P = 0.007; acalabrutinib (FAERS): OR = 2.45, P < (0.001; acalabrutinib (CVAROD): OR =
4.23, P=0.001]. Multivariate Logistic regression indicated that concurrent use of antithrombotic drugs was an independent risk factor
[zanubrutinib (CVAROD): OR = 3.16, P = 0.003; acalabrutinib (FAERS): OR = 2.91, P < 0.001]. Compared with acalabrutinib, the
risk of hemorrhage in patients treated with zanubrutinib was significantly higher (FAERS: OR =2.90, P = 0.029; CVAROD: OR =
1.97, P = 0.031). Conclusion Zanubrutinib may have a higher risk of hemorrhage; Use antithrombotic drugs with caution. When
combination therapy is required, monitoring of hemorrhage signs should be strengthened.
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Table 1 Basic information on reporting of adverse events of zanubrutinib and acalabrutinib
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Fig. 1 SOC for hemorrhagic adverse events of zanubrutinib and acalabrutinib
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Table 2 Analysis of hemorrhagic adverse event signals between zanubrutinib and acalabrutinib
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Table 3 Effect of concurrent use of antithrombotic drugs on hemorrhagic adverse events through univariate Logistic

regression analysis
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Table S Occurrence of adverse bleeding events in individuals who are concurrently using different classes of antithrombotic drugs
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Table 6 Risk of hemorrhage between zanubrutinib and acalabrutinib through multivariate Logistic regression analysis
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