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[ Abstract] Objective To analyze the characteristics of hypertension adverse event
(AE) associated with vascular endothelial growth factor receptor (VEGFR) - tyrosine kinase
inhibitors (TKIs) and compare the hypertension AE signals and onset time among different
VEGEFR-TKIs. Methods A retrospective analysis of VEGFR-TKIs-associated hypertension AE
reports in the U.S. Food and Drug Administration Adverse Event Reporting System (FAERS)
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database from the first quarter of 2004 to the fourth quarter of 2020 was performed to detect the
AE signs of VEGFR-TKIs-associated hypertension by the reporting odds ratio (ROR) method,
composite criteria method of Medicines and Healthcare Products Regulatory Agency (MHRA)
in the UK and information component (IC) method, and the data were managed and visualized
by using MySQL Workbench and R software, while information about the data such as clinical
features was analyzed. Results A total of 11 488 AE reports of hypertension associated with 9
VEGEFR-TKIs as the primary suspected drugs were detected. The proportion of patients over 65
years old (43.11%) and the proportion of hypertension associated with sunitinib (23.62%) were
the highest in AE reports of hypertension. 9 VEGFR-TKIs were detected with hypertension
related events signs. The signals of lenvatinib were the most strong among hypertension
cases associated with 9 VEGFR-TKIs. AE of hypertension mostly occurred within 30 days
after VEGFR-TKIs therapy. Conclusions The AE signals of hypertension associated with
antiangiogenic TKIs were very intense. Blood pressure should be supervised more closely. It

is of great significance that patients should be educated to conduct self-monitoring of blood

pressure when starting VEGFR-TKIs treatment.

[Keywords ] Vascular endothelial growth factor receptor-tyrosine kinase inhibitors;

Hypertension; Adverse drug events; Pharmacovigilance; FAERS database
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Table 3. AE signals of hypertension related to 9 VEGFR-TKIs
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B £ 8 e 874 5.51 (5.13, 591) 5.04 (2883.50) 227 (1.84, 2.81)
I3k 760 6.06 (5.62, 6.53) 5.49 (2843.09) 233 (2.17, 2.50)
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ot e 1998 15.81 (15.03, 16.64) 12.17 (20752.55) 2.08 (1.90, 2.27)
At 11488 5.44 (5.34, 5.55) 5.00 (35935.78) 3.60 (3.42, 3.78)
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e
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Figure 2. Onset time of hypertension events occurrence after VEGFR-TKIs treatment
R4 OMVEGFR-TKIsHEHX B IMEAESH EEH™ELER(n(%), n]
Table 4. Severe outcomes of patients with hypertension related to 9 VEGFR-TKIs [n(%), 1]
SR s T S i S ait
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