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• Clonal hematopoiesis of indeterminate potential (CHIP) occurs when acquired somatic variants 
cause hematopoietic expansion in the absence of an overt hematologic malignancy.1

• Older age and exposure to chemotherapy or radiation therapy are risk factors for CHIP.2

• CHIP is associated with variants at low variant allele fraction (VAF) in genes such as ASXL1, DNMT3A, 
and TET21 whereas heterozygosity in these genes can cause distinctive childhood-onset syndromes.

• TP53 variants with low VAF can also be seen with CHIP as well as with mosaic Li-Fraumeni syndrome 
(LFS), which can be hard to discern without additional data.3

AIM: Evaluate clinical and variant-level data from a genetic testing laboratory 
to inform the distinction between mosaic LFS and CHIP 

Figure 1. Prevalence of variants in ASXL1, DNMT3A, or TET2 with 
VAF <30% and FAF <1%. The inset table shows co-occurrence of 
these ‘candidate CHIP’ variants within individuals.

Figure 3. Age at testing for each individual with CHIP (n=3) or LFS (n=3). 
Not pictured above, average age at testing and average age at cancer 
diagnosis were similar for those with CHIP or LFS. 
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• Data suggest that individuals with a TP53 LP/PV may be stratified into presumed CHIP based on 
VAF <30%, or possibly ≤15%, versus LFS based on VAF ≥30%, or possibly >15%. Age may help 
further stratify.

• Areas for future research include expanding this cohort and including all low VAF ‘candidate 
CHIP’ variants, stratifying based on co-occurring ‘candidate CHIP’ variant(s), controlling for prior 
treatments that may cause CHIP, and assessing genes beyond ASXL1, DNMT3A, and TET2.

• Our baseline data on unique and recurrent variants in ASXL1, DNMT3A, and TET2 will help 
prioritize future evaluation of low VAF and co-occurring ‘candidate CHIP’ variants.
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• Selected individuals tested from 11/2024 to 8/2025 at a single diagnostic laboratory with TP53 likely 
pathogenic/pathogenic variants (PVs) and/or ‘candidate CHIP’ variants in the ASXL1, DNMT3A, or 
TET2 genes with VAF <40% or <30%, respectively

• Identified which individuals had secondary confirmation testing for TP53 (cultured fibroblasts) 
• Excluded variants in the ‘candidate CHIP’ genes with allele frequency (FAF) ≥1% in gnomAD v4.1.0

LFS Group: 
Blood/saliva & cultured 

fibroblast testing identified 
same TP53 PV

CHIP Group: 
TP53 PV from blood/saliva 

testing was not identified in 
cultured fibroblast testing

Figure 4. Summary of individuals with LFS or CHIP with VAF <40% or 30%, respectively, tested from 11/2024-8/2025. TBD = to be 
determined with additional analyses. *VAF for CHIP group were 11.7, 13.1, and 15-25%. **VAF for LFS group was 16.2%
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Figure 2. Prevalence of low VAF TP53 PVs in this cohort tested from 
11/2024-8/2025.
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