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Hampel et al. A practice guideline from the American College of Medical Genetics and Genomics

and the National Society of Genetic Counselors: referral indications for cancer predisposition

accpocement GGenatice in Medicine 2014
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Van der Post RS, et al. J Med Genet. 2015;52(6):361-374.
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3 genomic alterations ~ PEaE SRS | Genomic Alterations Identified!

ARID1A Y803*
0 therapies associated with potential chinical beneht CDH1 C688fs*1, splice site 531+1G>A

0 therapies assoclated with lack of response
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Specific Site Analysis of CDH1

RESULTS
CDH1 SPECIFIC SITE c.2064_2065delTG Pathogenic Mutation: Detected

INTERPRETATION

This individual is heterozygous for the ¢.2064_2065delTG pathogenic mutation in the CDH1 gene, which was previously identified in
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Lifetime gastric
Syndrome Associated gene(s) cancer risk Other associated cancers Nonmalignant phenotypic features
HDGC CDH1; possibly CTNNAT, 67%~70% (males), Lobular breast carcinoma Cleft lip/palate in some families
MAP3K6, and others 56%~83% (females)
FAP APC <1%" Colorectal duodenal/ammlary Colorectal (and duodenal and gastric)
hepatoblastoma, modaoblastoma osteomas, CHRPE, supemumerary teeth
GAPPS APC (promoter 1B region) Undefined, but likely None known Fundic gland polyps of the proximal stomach
higher than FAP
Lynch syndrome MLH1, MSH2, MSH6, <1% to 13%* Colorectal, endometrial, ovarian, Cutaneous sebaceous adenomas and
PMS2, EPCAM urothelial, pancreatic, small-bowel, keratoacanthomas
and hepatobiliary
Li-Fraumeni TP53 ~5%"° Breast, sarcomas, lung, adrenocortical, None
syndrome brain (choroid plexus), leukemias,
colorectal, many others
Peutz-Jeghers STK11 ~29% Breast, pancreatic, lung, colorectal, Hyperpigmentation of oral/genital mucosa,
syndrome small intestine, ovaries, testes lips, fingers; hamartomatous polyps of Gl
tract, especially small bowel
Juvenile polyposis BMPR1A, SMAD4 ~21% Colorectal and duodenal cancers Juvenile polyps of the Gl tract
syndrome
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Genetic causes of esophageal cancer
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TABLE 2. Prevalence of Lynch Syndrome by Tumor Type and MSI Status
Tumor Type Total Count MSI-H/ % MSI-H/I Lynch 95% CI
Gastric 211 13 15.4 (2/13) 1.91t0 455
Esophageal 205 16 0 (0/16) 0.0 to 20.6

Latham et al. Microsatellite Instability Is Associated With the Presence of Lynch
Syndrome Pan-Cancer. JCO 2018. 0| ST SR NN .- SO
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