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PFOS effects on fallopian tube non-ciliated
epithelial (FNE) cell lines: a model for the
precursor of high-grade serous ovarian carcinomas

Background PFOS effects on patient-derived colonoids: a model for

colorectal cancer

* Perfluoroalkyl and polyfluoroalkyl substances
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can interfere with key metabolic and signaling binding tumor suppressor involved in epithelial stability and transformation.
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However, we observed a loss and gain of
methylation in the TPM1 and ACTA1 gene regions,
respectively, as well as loss of methylation in the

Our findings demonstrate that exposure to high concentrations of PFOS
over short time periods leads to mild but recurrent changes in DNA

HAGLR gene region in PFOS-treated FNE cells. | = I I A methylation at cancer-relevant loci. Although not yet feasible given the
Colonoids showed PFOS-induced alterations in DNA ey T ettt o AR . mild changes observed, with further research methylation patterns have
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mEthylation patterns, including in the TSPAN11 Figure 1. FNE cell line (CTRL and 25 uM PFOS-treated) were analyzed by Nanopore long-read sequencing. (A) ACTA1 the pOtentiaI to be de‘IEIOPEd as DNA-based biomarkers of PFAS exposures.

gene region. These findings h|gh||ght epigenetic locus: Increased CpG methylation is observed in the ACTA1 promoter—enhancer region in FNE cells exposed PFOS. In this

PFOS h ib heterozygous cell line, reads were phased by SNP rs605428, separating alleles (REF and ALT). The REF allele, which is
responses to exposure that may contribute to hypo-methylated in control cells, exhibits a clear gain of methylation upon PFOS exposure. (B) TPM1/TPM1-AS locus:

disease risks, inc|uding cancers. LOM is detected in PFOS-treated cells across an enhancer region near TPM1-AS. This hypomethylation may lead to
repression of the antisense transcript, suggesting PFOS-induced epigenetic deregulation in regulatory elements linked to REfe renCES
TPM1 expression. (C) Map of the HOXD3-HAGLR-HOXD1 region showing GWAS lead SNPs for ovarian cancer (rs6755777
and several others) and repressive/poised chromatin states. (D) Targeted methyl-seq of a bisulfite PCR amplicon spanning
several candidate regulatory SNPs (rs2072590 and others) shows a decrease in net methylation induced by both PFOS
(25uM) and TNF-a (100 ng/ml) in the hTERT-immortalized FNE cells suggesting that PFOS and inflammatory signaling may
converge on shared epigenetic pathways affecting ovarian cancer susceptibility genes. In a SV40-transformed FNE cell line 2- Jones et al., ) Natl Cancer Inst, 2025: Higher serum PFAS levels are associated with increased ovarian cancer risk.

the baseline methylation was less, and no effects of either agent were seen. 3- Pierozan et al., Sci Total Environ, 2024: PFOS induces genome-wide DNA methylation alterations in human breast cells.
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