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Study on interleukin-10 receptor A gene mutations-induced neonatal very early onset inflammatory

bowel disease in 2 infants
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[Abstract] In April, 2019, a 36-day-old boy having presented chronic bloody diarrhea for 14 d went to hospital. He developed oral ulcer and perianal
abscess, and was taken to surgery. The colonoscopy showed severe ulcerations with granuloma in colon and superficial ulceration in ileum. Genetic
analysis of the patient showed compound heterozygous mutations in interleukin-10 recepter A (IL-/0RA) gene mutation (c.30/C>T,c.537G>4 ) and the
patient was diagnosed with very early onset inflammatory bowel disease (VEO-IBD). Significant growth failure, chronic diarrhea and perianal abscess
was administered when he was 6 months old. The patient 2 was a 9-day-old boy and presented fever and cough.Chronic diarrhea and perianal abscess
were noted after admission, which didn't respond to broad-spectrum antibiotics. The colonoscopy showed small ulcers in the colon and histology showed
chronic active inflammation with cryptitis and granuloma in the colon, consistent with Crohn's disease. IL-10RA gene (c.106G>A4,c.299T>G) deficiency
was confirmed by sanger sequencing. Thalidomide were used to control intestinal inflammation and hemopoietic stem cell transplantation was planned to

be performed at the age of 4 months.
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Note: A. Multiple ulcerations with granuloma in colon. B. Superficial ulceration in
ileum. C. A marked increase in lymphocytes and eosinophils, intestinal mucoa
hyperemia and small vessel hyperplasia. D. Granulation, cryptitis and crypt
abscesses.
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Fig1 Colonoscopy and pathology images from VEO-IBD patient (H-E staining, x400)
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Note: A. Patient 1, ¢.30/C > T. B. Patient 1, ¢.537G>A. C. Patient 2, ¢. 106G>A.
D. Patient 2, ¢.2997>G. The arrows indicate mutation sites.
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Fig 2 Chromatograms of sequencing of variants in VEO-IBD children
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