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Abstract: Objective To observe the toxicities of immune checkpoint inhibitors. Methods We
retrospectively analyzed the clinical data of 20 advanced tumor patients who received immune checkpoint
inhibitors therapy in Cancer Hospital of Chinese Academy of Medical Sciences from March 2017 to August
2019, and collected the immune-related adverse events. Results The median immunotherapy time was
4.0 months. The immune-related adverse events occurred in 6 patients: one case of grade 1 gastroenteritis,
one case of grade [ dermatitis, one case of grade I thyroiditis, one case of grade Ill hepatitis, one case of
grade Il pneumonia and one case of grade IV pneumonia; the median time of occurrence was 5.3 months.
Conclusion As the incidence of immune-related adverse events is relatively high and sometimes life-
threatening, it is crucial for early recognition, accurate diagnosis and prompt intervention of the toxicities
associated with immune checkpoint inhibitors.
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Table 1 Clinical features of 20 patients who received immunotherapy
Immunocheckpoint Duration of Time of irAEs
Gen- Age . . . inhibitors combined occurrence(month)
No. Diagnosis Genetic test results . Immunotherapy . Subsequence
der (years) with chemotherapy (month) and level of severity
(ICPis) organs involved
1  Male 56 Lungsqua- TMB 8Muts/Mb (Moderate, Nivolumab 24 - -
mous cell lower than 39% of lung squamous (Second-line)
carcinoma cell carcinoma patients)
2 Male 65 Gallbladder TMB 4 Muts/Mb (Moderate, Nivaiinmes 292 18, Grade 2 Supportive treatment
carcinoma  lower than 63% of patients (Second-line) Immune and Immunotherapy
with gallbladder cancer) thyroiditis simultaneously
ale astric > ivoluma - -
3 Mal 67 G : TMB 48 Muts/Mb (High, lower Nivol b 17
carcinoma  than 0 of patients with gastric (Second-line)
cancer), KRAS mutation, MSI-H
4  Male 50 Bladder TMB 8.87 Muts/Mb (Moderate, Nivaiimgs 12.5 8, Grade 1 Supportive treatment
carcinoma  lower than 41% of patients (Second-line) Immune and Immunotherapy
with urinary tract tumors) gastroenteritis simultaneously
5  Male 65 Lung TMB 17.71 Muts/Mb (High, lower ~ Pembrolizumab 10 7, Grade 1 Supportive treatment
adenocar- than 19% of lung adenocar- (First-line) Immune and Immunotherapy
cinoma cinoma patients), PD-L1(+) simultaneously
ale ectal > 1volumal = =
6 Mal 58 R 1 TMB 5 Muts/Mb (MOfierate Nivol b 10
carcinoma  lower than 52% of patients (Second-line)
with rectal cancer)
7  Male 83 Lung TMB 7 Muts/Mb (Moderate, Nivolumab 8 _ _
adenocar- lower than 56% of lung (First-line)
cinoma adenocarcinoma patients)
8 Female 55 Breast _ Atezolizumab 55 _ -
carcinoma (First-line)
9 Female 49 Breast B Atezolizumab 55 - -
carcinoma (First-line)
10 Male 52 Thymic TMB 5 Muts/Mb (Moderate, lower ~ Nivolumab 4 3.5, Grade 3 Discontinue ICPis
carcinoma  than 60% of thymic cancer patients) (Third-line) Immune ) and Supportive
pneumonia treatment
11 Female 54 Mucoepi- TMB 6 Muts/Mb (Moderate, Pembrolizumab 4 - -
dermoid lower than 55% of patients with (First-line)
carcinoma  Mmucoepidermoid carcinoma),
ATM mutation, EGFR mutation,
KRAS mutation
12 Male 60 Pancreatic = MSI-H, Peripheral lymphocytes Pembrolizumab 4 _ -
carcinoma  positive(PD-1,PD-L1) (Adjuvant therapy)
13 Female 74 Gastric TMB 8 Muts/Mb (Moderate, lower  Niyolumab 3 2.5, Death after
carcinoma  than 58% of gastric cancer (Second-line) Grade 4 active
patients), CDKN2A mutations Immune supportive
in abundance (6.5%); KRAS pneumonia treatment
mutations in abundance (18.5%);
TP53 mutations in abundance
(11.3%); SMAD4 mutations in
abundance (9.5%)
14 Female 65 Thymic TMB 13.7 Muts/Mb (High, Pembrolizumab 25 _ _
carcinoma  lower than 28% for thymic cancer) (First-line)
15 Female 62 Breast B Atezolizumab 25 - -
carcinoma (First-line)
16 Male 63 Smallcell TMB 13.71 Muts/Mb (ngh, lower Nivolumab 2 _ _
lung than 12% of patients with small s
. (Above third-line)
carcinoma  cell lung cancer)
17 Male 53 Gastric TMB 8 Muts/Mb (Moderate, lower ~ Pembrolizumab 2 _ _
carcinoma than 58% of gastric cancer patients) (First-line)
18 Male 63 Nasopharyn- TMB 6 Muts/Mb (Moderate, less Pembrolizumab 2 _ _
geal than 41% of nasopharyngeal cancer (Second-line)
carcinoma  patients)
19 Male 70 Pancreatic ~ TMB 20 Muts/Mb (High, lower than Pembrolizumab 2 _ -
carcinoma 17% in pancreatic cancer patients)  (First-line)
20 Male 62 Esophageal TMB 5 Muts/Mb (Moderate, lower Pembrolizumab 1.5 0.5, Abnor.mal. liver
carcinoma  than 41% of esophageal cancer (Second-line) Grade 3 function improved

patients) PD-L1 positive(1%)

Immune hepatitis

to Grade 1 after
liver protective
treatment, immuno-
therapy again,
eventually died

of gastroin-
testinal bleeding.

Note: -: not applicable.
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