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ABSTRACT Immune checkpoint inhibitors (ICIs) represent the most widely used immunotherapeutic
approach for antitumor treatment, yet the understanding of their associated hepatotoxicity remains
incomplete. This article delves into and analyzes the similarities and differences among the management
guidelines on ICl-related hepatotoxicity issued by the Chinese Society of Clinical Oncology (CSCO), the
National Comprehensive Cancer Network (NCCN) of the United States, and the American Society of
Clinical Oncology (ASCO), aiming to provide a more comprehensive management strategy for clinical
practice. By reviewing and analyzing the latest guidelines, this study compares the differences and
similarities in the diagnosis, assessment, grading criteria, and treatment strategies for ICI-related liver
toxicity among these guidelines. The definitions and diagnostic criteria for ICI-related liver toxicity are
generally consistent across different guidelines, primarily relying on the elevated levels of alanine
aminotransferase (ALT), aspartate aminotransferase (AST), bilirubin, and alkaline phosphatase (ALP) for
grading. Notably, the ASCO guidelines place a stronger emphasis on the assessment of symptoms of
hepatic dysfunction. In terms of treatment strategies, all guidelines recommend using corticosteroids or
immunosuppressants based on the toxicity grade. However, there are discrepancies in management
strategies among the guidelines. Clinicians should tailor management strategies by considering the specific
conditions of patients and integrating the recommendations from various guidelines. Additionally, given the
current inadequate understanding of ICI-induced hepatotoxicity primarily manifested as cirrhosis in the
existing guidelines, it is imperative to continuously update and refine these management guidelines as
research progresses and clinical experience accumulates.
KEY WORDS Immune checkpoint inhibitors; Hepatotoxicity; Clinical practice guidelines;
Immune-related adverse events; Cancer immunotherapy
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Tab.1 Diagnostic and grading criteria for IRH in different guidelines

BE &k Gl & G2 %% G3 & G4 %%
CSCO framfpuAl,  AST. ALT J~N>1~<3 AST. ALT N 3~5 AST. ALT A>5~20 ff AST. ALT A>20
B WA & E % E £ R f% ULN; 3¢ ALP ULN; B¢ ALP >5~20 {% ULN; #{ ALP
A, BEM  (ULN) ; 50 ALP >2.5~5 1% ULN;  fif%; 80 T-BiL J¥>3~10 4>20 f#% ULN;
>1~2.5 % ULN; 8% 80 T-BiL A>1.5~3 f ULN % T-BiL A>10 %
T-BiL AN >1~1.5 f% f% ULN ULN
ULN
ASCO T —4  LEREIR, AST. ALT  EYEMR, AST. ALT AST. ALT J>5~20 fif AST. ALT N> 20
¥, J9<3 4% ULN, M1(8) Jy 3~5 % ULN,  ULN, 1 (8 T-BiL>3~ {& ULN, A1 (&)
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1.5~3 £ ULN PRSI, VER L4 ULN, =TThfe
1, FFREAREE I, 180 R
JH 98 1 P 0E
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Tab.2 Recommendations for management of IRH from different guidelines
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Tab.3 Differential diagnosis of IRH, hepatitis cirrhosis and pseudocirrhosis
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