Personal and Family Cancer History In Li-Fraumeni Syndrome
Diagnosed on Multi-gene Testing
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Introduction:

 Next Generation Sequencing (NGS) has created the ability for cost effective
evaluation of more than one cancer predisposition syndrome simultaneously
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« A chart review was performed to determine personal and family history
characteristics of patients who tested positive for a deleterious TP53 mutation on
pan-cancer (broad spectrum) multi-gene testing for twenty five or more genes

This series highlights the high variability in expressivity of
what Is historically considered a highly penetrant inherited
cancer predisposition syndrome

« Utilized NCCN Guidelines to determine testing eligibility for Li-Fraumeni Syndrome

no communication Lung cancer d.76yrs d.78yrs

Colon cancer, 76 yrs Colon cancer, 75 yrs

colon polyps, few

'| Melanoma, 75 yrs
d.42yrs d.40yrs A MG, 50 yrs d.32yrs
Brain Cancer, 31 yrs
Breast cancer, 48 yrs aneurysm; type-unsure

d. MI, stroke, seizure Stomach cancer, 40 yrs
Hser TK.57yrs d. 44 yrs 55 yrs

hx of seizures may have been liver cancer; ETOH

bilateral mastectomy Clinical diagnosis FAP

° l . l l l TAH-BSO at 53 numerous colon polyps
2

Breast cancer, 57 yrs extra row of feeth
I aeS u I tS . d.33yrs 32ys 28 y1s 21yrs
. Glioblastoma smooth muscle tumor - fallopian tube

Colon cancer, 54 yrs skin cysts, sehacous adneomas?
("STUMPS"), 20's

Squamous cell carcinoma, 54 yrs Sarcoma, desmoid?

 Reviewed recommended screenings

Given the majority of our families did not meet clinical
diagnostic criteria for LFS, it is clear that multi-gene testing
IS leading to widening of the disease phenotype

Identification of families who do not meet clinical diagnostic
criteria presents many unanswered gquestions:

« existence of genotype/phenotype correlations

« the presence of genetic or environmental modifiers

« refinement of quantifying cancer risks
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 Between April 1, 2014 and March 31, 2015, 441 patients received results from pan-
cancer multi-gene testing

* Five patients tested positive for a deleterious TP53 mutation of whom: : ..
Mutation Description

1) Four patients did not meet recognized clinical diagnostic criteria  In this series mutations identified are all previously

(classic or Chompret) for a diagnosis of LFS at the time of testing

Novel vs Previously

described in LFS families leading to recommending classic

Patient Mutation Classification described Comments LFS screening guidelines even though some of these
2) Three patients met NCCN clinical testing guidelines for LFS families didn’t meet testing criteria
3) Two patients did not meet clinical diagnostic criteria or NCCN clinical c.-2G>A Pathogenic Previously . Described/detected in numerous LFS families « Thereis a need to more broadly assess genotype/phenotype

described

testing guidelines correlations, cancer risks, risk modifiers, and ultimately be

_ _ . _ _ _ _ able to advise these patients about cancer risk management
« All mutations identified were previously described pathogenic mutations

 Onereport in literature: female with breast cancer

« All mutations were previously identified in at least one individual who met classic
LFS or Chompret criteria
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