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Combination chemotherapy consisting of irinotecan,
etoposide, and carboplatin for
refractory or relapsed neuroblastoma
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Table 1. Adverse events

Total cohort UGTIAI WT UGTI141 MT
CTCAE version 5.0 (112 courses, (56 courses, (56 courses, p-value
n = 40) n=18) n=22)

Hematologic toxicity (grade 4)

Anemia, n (%) 1(0.9) 0 1(1.8) 0.326
Leukopenia, n (%) 88 (78.6) 35(62.5) 53 (94.6) 3.75 %1073
Neutropenia, n (%) 110 (98.2) 54 (96.4) 56 (100) 0.159
Thrombocytopenia, n (%) 24 (21.4) 12 (21.4) 12 (21.4) 1

Non-hematologic toxicity (grade 3—4)

FN, n (%) 25(22.3) 9 (16.1) 16 (28.6) 0.115
Fever, n (%) 2(1.8) 2 (3.6) 0 0.159
Diarrhea, n (%) 327 2 (3.6) 1(1.8) 0.567
Nausea, n (%) 7(6.3) 3(54) 4(7.1) 0.703
Vomiting, n (%) 5(4.5) 4(7.1) 1(1.8) 0.174
CRBSI, n (%) 327 2 (3.6) 1(1.8) 0.567
Meningitis, n (%) 1(0.9) 0 1(1.6) 0.326
AST elevation, n (%) 4 (3.6) 2 (3.6) 2(3.6) 1

ALT elevation, n (%) 5(4.5) 2(1.8) 3(54) 0.315
Amylase elevation, n (%) 4(3.6) 2(3.6) 2(3.6) 1

Seizure, n (%) 1(0.9) 0 1(1.8) 0.326
Hypoxia, n (%) 1(0.9) 0 1(1.8) 0.326

Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase; CRBSI, catheter-related blood stream
infection; CTCAE, Common terminology criteria for adverse events; FN, febrile neutropenia; MT, heterozygous and
homozygous; WT, wild-type.
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Figure 1. Clinical profiles of patients who received irinotecan, etoposide, and carboplatin (IREC) therapy
(a) Clinical profiles of the 40 patients in this study. Each column indicates 1 patient. (b—e) '>I-MIBG scintigraphy in
an 8-year-old boy with metastatic neuroblastoma (b, c) before and (d, e) after 3 courses of IREC therapy
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Figure 2. Overall survival and cumulative incidence of relapse or progressive disease

From the beginning of the first irinotecan, etoposide, and carboplatin (IREC) treatment, overall survival (OS) was
calculated until death from any cause, and the cumulative incidence (CI) was calculated until relapse or progressive
disease. The median duration of follow-up for OS was 9.6 months (range: 0.9-58.3). (a) OS for all patients, (b) OS
according to UGTI1AI genotype, (c) CI for all patients; and (d) CI according to UGT1A41 genotype.





