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Analysis of 7 cases of multiple endocrine gland injury associated with immune
checkpoint inhibitors in the treatment of primary liver cancer

Wang Yanxue', Lu Xingmeng', Li Shuting', Qi Mengya', Ding Xiaoyan®, Li Xingang'
(1. Department of Endocrinology, Beijing Ditan Hospital, Capital Medical University, Beijing
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Abstract: Objective To investigate the clinical characteristics of multiple endocrine gland
injuries in patients with intermediate to advanced primary hepatocellular carcinoma following
treatment with immune checkpoint inhibitors (ICIs). Methods A retrospective analysis was
conducted on patients treated in Beijing Ditan Hospital, Capital Medical University and
developed dysfunction in two or more endocrine glands after ICIs therapy from January 1st 2023
to November 30th 2024. Clinical manifestations, laboratory tests, imaging features, treatment
and prognosis were evaluated. Results A total of 7 patients were included, including 5 males and
2 females, with an age of (61.3 £ 9.2) years old. All patients received programmed cell death-1
(PD-1) inhibitors combined with tyrosine kinase inhibitors (TKI) therapy. Thyroid dysfunction
occurred at 25 (7, 28.5) weeks post-ICIs initiation, while pituitary dysfunction occurred at
33 (30, 48.5) weeks. The primary clinical manifestation was fatigue. All patients developed
secondary adrenal insufficiency, and 4 cases were consistent with adrenal crisis. The
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predominant form of thyroid dysfunction was primary hypothyroidism. Five patients exhibited

thyroid dysfunction prior to pituitary injury, among which three patients experienced adrenal

cortex dysfunction symptoms after thyroid hormone replacement therapy. Conclusions ICIs

could induce multiple endocrine gland injuries, and the primary manifesting were secondary

adrenal insufficiency (including adrenal crisis) and primary thyroid dysfunction. It was

recommended to assess the hypothalamic-pituitary-adrenal axis function before initiating

thyroid hormone replacement therapy. Accurate evaluation and appropriate replacement

therapy were crucial for enhancing the safety of immunotherapy.

Keywords: Primary liver cancer; Immune checkpoint inhibitors; Multiple endocrine gland

injuries
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