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INTRODUCTION

Recently published OncoPanel quality control results from our T cell-derived iPSC manufacturing process revealed a
recurrent deletion of the cancer-associated gene serine protease 1 gene (PRSS1) with loss of at least one allele across all T
cell-derived iPSC lines. The PRSS1 deletion was also detected in pre-programming controls and mature T cells from other
donors, indicating this gene loss is intrinsic to T cell differentiation and not related to the iPSC manufacturing process.
(Hulspas R et al. Cytotherapy.2026 Apr;28(4)). Given the role of PRSS1 in enzymatic digestion of food, T-cell derived iPSC would not be
preferred iPSC lines to generate exocrine pancreatic cells or tissues.

OncoPanel is a next-generation sequencing (NGS) assay that surveys exonic DNA sequences of 447 cancer genes and 191
regions across 60 genes for rearrangement detection. We used the same set of genes in assessing structural variants (SVs)
by means of Electronic Genome Mapping (EGM). EGM provides an approach complementary to NGS by analyzing intact DNA
molecules exceeding 100 kb to generate genome-wide structural maps, enabling detection of copy number changes and
structural variants down to ~300 bp.

In this initial study, we established that the heterozygous as well as homozygous loss of PRSS1 found in T cells are also
identified by EGM as large deletions. Furthermore, 3 iPSC lines were used to explore the presence of additional SVs.
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Figure 2. Orthogonal confirmation of PRSS1 deletions by EGM.:

Table 1. Select SVs detected by EGM overlapping or near onco-panel genes A - 186kb homozygous deletion, B - 473kb heterozygous deletion

CONCLUSIONS

In this initial study, we established that the heterozygous as well as homozygous loss of PRSS1 found in T cells are also
identified by EGM as large deletions (respectively, 473 kbp and 186 kbp). While we currently present orthogonal
confirmation and greater resolution on SVs detected by NGS, ongoing efforts are aimed at both gene-specific and whole-
genome curation employing a growing suite of tools offered for EGM data. Our early findings indicate that EGM reveals
differences in the structural variant landscape between starting material and derived iPSCs that are not readily captured
by sequencing alone, highlighting the value of combining sequence-level and long-range structural information for
comprehensive genomic characterization.
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