RUTGERS A Copy Number Gain in NFKB2 in a Patient with Immune Dysregulation
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Background Functional Testing
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» Head imaging revealed extensive sinus disease, enhancement suggestive of bacterial @2‘;%‘*
meningitis, an incidental Chiari Type 1 malformation, and a sinus venous thrombosis in the & ¥
Figure 1: Reference interval vs. patient sample Figure 2: NFKB2- p52 transcriptional expression assay Figure 3: CXCL13 transcriptional expression assay

superior sagittal sinus. He was treated with prolonged course of ceftriaxone and a bivalirudin

drip, which was later transitioned to apixaban upon discharge. ]
Conclusions

» Additional history was significant for intermittent lymphadenopathy, prior LN biopsy
demonstrating reactive lymphocytes at age 10, two bone marrow biopsies revealing » Our patient was started on subcutaneous IgRT. He is being referred for a potential trial with
hypocellular marrow, and a family history of autoimmune pancreatitis and vitiligo. leniolisib for treatment of CVID with complicated features. Additional functional studies are

being pursued.

Diagnostic and Laboratory Evaluation

» Existing literature strongly underscores the role of NFKB2 in immune dysregulation, including
cytopenias, CVID- like diagnoses, autoimmune alopecia, and ectodermal dysplasia.

IgG 466mg/dL, IgA <6.2 mg/dL, IgM 128 mg/dL

CD27+ IgM-IgD- cells (2 cells/ulL) » The patient's CNV (here a copy number gain) may overactivate NFKB2, leading to immune
Naive T cells (33 cells/uL) dysregulation, but its significance remains unknown, necessitating additional functional validity
Cd21lo B cells (37 cells/uL) testing.

sIL2RA (3956 pg/mL)
Absent titers to Tetanus, Diphtheria, Pneumococcus, Measles, Mumps, and Varicella
PN23- 0/23 protective titers

» Currently, a monogenic cause is found in less than 30% of patients with IEI, specifically in
those with immune dysregulation3. Integrating CNV analysis into routine sequencing will aid in
diagnosis and improve treatment options for patients.
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The laboratory results, shown above, demonstrate hypogammaglobulinemia, absent titers for
tetanus, diphtheria, pneumococcal, measles, mumps, and varicella, low class switched
memory B cells and naive T cells, and increased Cd21lo B cells and soluble IL-2 Receptor.




