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Clinical Observation and Analysis of Bradycardia Induced by Aletinib in Patients with
Anaplastic Lymphoma Kinase-Positive Non-Small Cell Lung Cancer*
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ABSTRACT OBJECTIVE: To probe into the effects of alectinib on heart rate of patients with anaplastic lymphoma
kinase ( ALK ) -positive non-small cell lung cancer (NSCLC). METHODS: Retrospective analysis was adopted, 35
patients with ALK-positive NSCLC treated with aletinib in Beijing Tiantan Hospital, Capital Medical University from
Aug. 2018 to Jun. 2021 were enrolled to analyze the difference between the baseline heart rate and post-treatment
heart rate, and to compare the difference between baseline minimum heart rate and post-treatment minimum heart rate
and the mean 24 h post-treatment dynamic electrocardiogram heart rate. RESULTS: Of the 35 patients, 8 cases had
sinus bradycardia, the incidence of bradycardia was 22. 86%, the median time of occurrence was 6. 65 months after taking
aletinib. The rating of sinus bradycardia in 8 patients was grade 1, and no grade 2 or above bradycardia was observed. All
patients had no complaints of cardiac-related discomfort and continued to take aletinib without relevant interventions,
and were under continuous dynamic observation. The mean baseline minimum heart rate of patients was 65 beats/min,

and the mean minimum heart rate of patients with bradycardia after treatment with alectinib was 43 beats/min,
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the difference was statistically significant (P <0.000 1). The mean 24 h dynamic electrocardiogram heart rate was
57 beats/min( <60 beats/min in 5 cases, =60 beats/min in 3 cases), the difference was statistically significant
compared with the baseline minimum heart rate( P=0.020 7). There was statistically significant difference between the
mean heart rate of 5 patients with dynamic electrocardiogram <60 beats/min and baseline minimum heart rate ( P =
0.006 9), but there was no statistically significant difference between the mean heart rate of 3 patients with dynamic
electrocardiogram =60 beats/min and baseline minimum heart rate(P=0.713 3). The optimal response rate of patients
with bradycardia(87.50%, 7/8) was significantly higher than that of patients without bradycardia (44.44%, 12/27) ,
and the difference was statistically significant( P=0.047 2). However, there was no statistically significant difference in
the progression-free survival between patients with bradycardia and those without bradycardia (P = 0.181 1).
CONCLUSIONS:; The incidence of bradycardia in ALK-positive NSCLC patients treated with alectinib is 22.86%,
significantly higher than that reported in literature (from 6% to 9% ) , and the median occurrence time was 6. 65 months.

The occurrence of bradycardia does not affect the continued use of drugs. As a measure to monitor the adverse reactions,

Holter monitoring electrocardiogram of average heart rate has clinical application value.
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Fig1 Comparison of heart rate in patients with bradycardia before and after treatment
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