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Achatz et al.

Table 3. Recommended complete adult LFS screening protocol (based on the Toronto Protocol).

Adult tumor/cancer Screening/management Starting
type method age Frequency Comment
General assessment Complete physical exam Birth Every In addition, prompt assessment with a primary care physician
including extremities &6 months for any medical concerns (Table 4)
(Table 4)
Breast cancer MRI 20 years Every year May consider alternating breast MRl and mammogram
Mammogram 30 vears Every vear MNone
STSs/osteocsarcomas WEBMRI without contrast Birth Every vear In centers where WBMRI is not feasible (poorly resourced
countries, etc.), modifications of the protocol to be
considered
CMS Dedicated brain MRI Birth Every year Initial brain MRI with intravenous contrast; thereafter without
contrast if the previous MRI is normal (and high quality,
nonmotion degraded)
ACC Abdominal and pelvic Birth Every Blood biochemistry if unsatisfactory ultrasound quality
ultrasound 6 months Ultrasound may be omitted when timing overlaps with annual
WEMRI
Melanoma Skin evaluation Birth Every year Dermatologic screening to be performed by a family physician,
with a low threshold for formal dermatology assessment for
uncertain or suspicious nevi or for individuals who have been
exposed to RT
Prostate Serum PSA 35 years Every year A rapid increase to prompt assessment with a urologist
Gl cancers Colonoscopy and endoscopy 25 years Every 2-5 Earlier screening being recommended for patients who have
years received total body or abdominal therapeutic RT
Leukemia CBC with differential Birth Every 3-4 In patients with prior exposure to leukemogenic agents, to
months monitor for evidence of transformation

Abbreviations: ACC, adrenocortical carcinoma; CNS, central nervous system; Gl, gastrointestinal; MRI, magnetic resonance imaging; PSA, prostate-specific

antigen; RT, radiotherapy; WBMRI, whole-body MRL.

Achatz et al ,Clin Cancer Res; 2025
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Transmission ratio distortion of germline TP53 variants in
Li-Fraumeni syndrome families

Naama Halpern MD, MBA, MPAY2 @ | Iris Kventsel MD® | Gal Strauss MD'? |
Yehudit Peerless MD* | Ben Boursi MD, MPH"**® | Michal Yalon MD? |
Yael Goldberg MD?® | Inbal Kedar MSc® | Hagit Shani MD? |

Eitan Friedman MD?’ | Rinat Bernstein-Molho MD%2#

* Among 171 individuals from 20 families, 100 (58.5%) were identified
as TP53 PV/LPV confirmed or obligatory carriers, significantly
exceeding the expected 50% inheritance rate (p=0.027).

* A second analysis, which included 11 probable carriers, resulted in a
carrier proportion of 64.9% (p < 0.001).



DY 927N

NX9INN NI7'WO DID'ol Y7nim apyn »
nY'Mon nwIn °

Nniy'non ninswvwn ¢



Research Original Investigation Analysis of the Li-Fraumeni Spectrum Based on an International Germline TP53 Variant Data Set

Figure 1. The Li-Fraumeni Spectrum and Heritable TP53-Related Cancer Syndromes

Li-Fraumeni spectrum

|

i\

—
-

Heritable TP53-related cancer syndromes NoLFS

\
|
Phenotypic Attenuated Incidental Clonal
LF5 LFS carrier LFS hematopoiesis

Phenotypic LFS Mo P/LP germline (or germline mosaic) TP53 variant + no other genetic explanation + meeting classic LFS criteria or category A Chompret criteria
LFS P/LP germline (or germline mosaic) TP53 variant + meeting LFS testing criteria andor any cancer before age 18 y
LFS carrier P/LP germline TP53 variant + no (history of ) cancer + LFS in family
Attenuated LFS P/LP germline (or germline mosaic) TP53 variant + (history of ) cancer but not meeting LFS testing criteria + no cancer before age 18y
Attenuated LFS carrier P/LP germline TP53 variant + no (history of) cancer + attenuated LFS in family
Incidental LFS P/LP germline (or germline mosaic) TP53 variant + no (history of ) cancer + no LFS or attenuated LFS in family

LFS genetic testing criteria (Chompret criteria)
Category A
» Proband with a core tumor before age 46 y and =1 first- or second-degree relative with a core tumor
(except a breast cancer if proband had breast cancer) before age 56 y
= =2 Tumors (not multiple breast cancers), including 2 core tumors, the first of which occurred before age 46 y

Category B
» Adrenocortical carcinoma
» Choroid plexus carcinoma
» Anaplastic rhabdomyosarcoma
» Breast cancer before age 31y
» Ostepsarcoma
= Childhood hypodiploid acute lymphoblastic leukemia
» Sonic hedgehog-medulloblastoma

Core tumors Breast cancer, soft tissue sarcoma, osteosarcoma, brain tumor, adrenocortical carcinoma

Classic LFS criteria
A person with a sarcoma diagnosed before age 45 y
+ First-degree relative with any cancer before age 45 y
+ First- or second-degree relative with any cancer diagnosed before age of 45 y or a sarcoma at any age

For TP52 variant classification we recommend TP53-specific guidelines.” LFS indicates Li-Fraumeni syndrome; P/LP, pathogenic/likely pathogenic.

Kratz et al, JAMA Oncology 2021
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Outcomes of Whole-Body MRI Surveillance
in Li-Fraumeni Syndrome (LFS):
Comparison Across Phenotypes

Elinor Kalderon!, Michael Prievel, Naama Halpernz, Iris Eshed?

1. DIVISION OF DIAGNOSTIC IMAGING, SHEBA MEDICAL CENTER
2. GASTROINTESTINAL CANCER DEPARTMENT, SHEBA MEDICAL CENTER

ISRA 2025



PURPOSE

WB-MRI WB-MRI
Classic LFS Attenuated LFS
a @ ~ Y To compare diagnostic vield
« Established, Risk/benefit less : :
L , o and downstream imaging
reduced mortality certain
. Mainly unnecessary? J burden of annual WB-MRI
Classic/Chompret \_ across LFS phenotypes
\ %

5-year OS: 89% with surveillance vs. 60% without (p=0.013)
Villani et al., Lancet Oncol 2016



METHODS

1. Demographic details %‘

2. Abnormal WB-MRI findings: L
o Additional imaging (US, MRI, X-ray, CT)

o Biopsies

o Malignancies and outcomes

Comprehensive Analysis
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CONCLUSION

WB-MRI, Li-Fraumeni

Benefit Proven: &

WB-MRI detected malignhancies in

8% of the attenuated patient group
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Table 1. Key Clinical Considerations Across the Reproductive
Lifespan in Women With Germline TP53 Pathogenic Variants

Domain Clinical Evidence / Recommendation
Dilemma Analogies

Contraception

Fertility
preservation

PGT-M / Oocyte
donation

Pregnancy

Menopause /
HRT

Owertreatment

Psychosocial /
Multidisciplinary
care

Abbreviations; IU
for monogenic disOTOers: IVE T IC § M
therapy; LFS — Li Fraumeni syndrome.
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