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Clinical characteristics of severe hepatotoxicity induced by PD-1
inhibitors and rechallenge after hepatotoxicity: a case series report

ZHONG Yuke', LIU Wenxin®, XIE Cong”™
('Department of Pharmacy, Shenzhen Longgang Central Hospital, Shenzhen, 518116, Guangdong, China;
’Department of Pharmacy, the Sixth People's Hospital of Huizhou, Huizhou, 516211, Guangdong, China; *Department of
Pharmacy, Nanfang Hospital of Southern Medical University, Guangzhou, 510515, Guangdong, China)

Abstract: Objective To report the clinical characteristics of severe hepatotoxicity due to PD-1 inhibitors and the safe-
ty of rechallenge after hepatotoxicity. Methods A retrospective survey of 641 cancer patients treated with PD—1 inhibitors
was conducted. Results Totally 10 out of the 641 patients (1.56%) developed severe hepatotoxicity, with a median time to
onset of 53 d (1~265 d) and a median time to regression of 25 d (3~56 d). The type of hepatotoxicity was predominantly he-
patocellular injury type, and some presenting as a mixed type. Ten patients recovered after hepatotoxicity. Only five pa-
tients challenged the PD—-1 inhibitors again. Three of them suffered from hepatotoxicity again. Two of the three patients suf-
fered from severe hepatotoxicity, resulting in permanent withdrawal of PD—1 inhibitors, and they had a different type of hep-
atotoxicity from the previous one. Conclusion Severe hepatotoxicity caused by PD—1 inhibitors has a good prognosis but
eventually leads to permanent discontinuation of PD—1 inhibitors in most patients. In addition, half of the patients under-
went rechallenge with PD~1 inhibitors, and a significant proportion of them experienced a severe recurrence of hepatotoxici-
ty.

Keywords: PD~1 inhibitors; Immunotherapy—related hepatitis; Rechallenge
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Flowchart of patients with PD-1 inhibitors—related

hepatotoxicity in this study
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Tab. 1 Clinical characteristics of patients with PD—1 inhibitors—related severe hepatotoxicity
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Fig. 2 Flowchart of treatments of cancer patients with PD—1 inhibitors—related severe hepatotoxicity
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Tab. 2 Clinical characteristics of cancer patients with rechallenge of PD—1 inhibitors
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Tab. 3 Incidence of hepatotoxicity derived from clinical trials and observational studies
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Tab. 4 Recommended management of immune checkpoint inhibitors—related hepatotoxicity
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