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Safety signal mining of FOLFOX scheme and FOLFIRI scheme-induced hepatotoxicity
ZHOU Yangyun, GUO Cheng, HAN Yonglong (Dept. of Pharmacy, Shanghai Sixth People’s Hospital Affiliated
to Shanghai Jiao Tong University School of Medicine, Shanghai 200233, China)

ABSTRACT OBJECTIVE To mine the safety signals of FOLFOX scheme and FOLFIRI scheme-induced hepatotoxicity, and to
provide reference for the selection of clinical rational treatment plan and the prevention and treatment of drug adverse reaction
(ADR). METHODS Reporting odds ratio method and proportion report ratio method were used to analyze adverse drug event
(ADE) reports of FOLFOX scheme and FOLFIRI scheme in FDA adverse event reporting system during January 1, 2004-June 30,
2022. The potential safety signals of FOLFOX scheme and FOLFIRI scheme-induced hepatotoxicity were mined. RESULTS The
amounts of ADE reports related to FOLFOX scheme and FOLFIRI scheme were respectively 3 454 and 1 359; the proportions of
male and female patients involved were 1.50: 1 and 1.67:1 in these two schemes, respectively. The top five countries with the
largest number of reports were the United States, Japan, France, Italy and the United Kingdom, respectively accounting for
58.48% and 53.79% of the total reported cases. More than 90% of patients took no more than 5 drugs in combination, the
proportion of patients receiving FOLFOX scheme and FOLFIRI scheme combined with anti-angiogenic drugs or epidermal growth
factor receptor inhibitors was 45.45% and 86.82%, respectively. Totally 443 ADE reports of FOLFOX scheme-induced
hepatotoxicity were collected, and 22 ADR signals were generated, including hepatic sinusoidal obstruction syndrome, nodular
regenerative hyperplasia, drug-induced liver injury, blood bilirubin increased, etc. Totally 128 ADE reports of FOLFIRI scheme-
induced hepatotoxicity were reported, and 9 ADR signals were generated, including blood bilirubin increased, hepatotoxicity,
steatohepatitis, hepatic steatosis, etc. CONCLUSIONS FOLFOX scheme and FOLFIRI scheme can cause different types of
hepatotoxicity. Clinical drug monitoring should be strengthened to guarantee drug safety.

KEYWORDS FOLFOX scheme; FOLFIRI scheme; FAERS database; hepatotoxicity; safety signal; proportional imbalance
method
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