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History

A 1913- Michigan pathologist Aldred Scott Warthin
studied the family history of his seamstress who first
developed colon cancer, and later died of
endometrial cancer.

A She confided to him that one day she would die of
cancer of the colon or of the female organs,
"because everyone in my family died of these
diseases."

AHercipedigree wbecame “known a
Illustrated a long line of colonic and endometrial
cancer.
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COLORECTAL AND LS-ASSOCIATED CANCERS IN

FAMILY G
Age at Diagnosis,

Site No. of Cases Mean (SD) [Range]t Generations
Colorectum 56 55 (16) [23-93) I, 1, WV, Vv
Endometnum 16 53 (12) [39-78] I, n, IV, v
Stomach 8 62 (12) [44-76] I, 1, v, v
Brain 4 44 (16) [23-59] 1, v, vV
Ovary 1 44 vV

Total 85*

*Includes 71 individuals: 8 were diagnosed with miulipla (2 -5) prirmary cancors.

f Actuzal age is given for cancer of the ovary.,



MEMBERS OF FAMILY G WITH MULTIPLE COLORECTAL AND LS-

ASSOCIATED CANCERS

Ages at
Generation Branch Sex Cancer Sites Diagnosis, y
v B Female Endometrium, colon (NOS) 75,79
v B Female Colon {(NOS), sgmoid 65, 75
\ D Male Ascending colon, sigmoid 41, 51
] G Female Endometrium, cecum, sigmoid, 50, 60, 70, 72, 76
stomach*
v I Male Cecum, descending colon 26, 27
Il l Female Endometrium, cecum 55, 57
v l Female Colon (NOS), colon (NOS) 43, 67
Vv l Female Cecum, rectum 28, 45

Abtxeviation: NOS, not olhanwise speailied.
*Cancer of the sigrmoid was diagnosed twace at ages 60 and /2 years.



CARDINAL CLINICAL FEATURES OF LYNCH
SYNDROME (HNPCC)

A Dominant inheritance; high penetrance
A Main cancers:colorectal, endometrial
A Other frequent cancers: gastric, ovarian

A Other infrequent cancers: small bowel,
pancreas ureter, renal pelvis, biliary tract,
brain tumors in the Turcot syndrome variant
of HNPCC, cutaneous stigmata (sebaceous
adenomas, sebaceous carcinomas, and
multiple keratoacanthomas) in the Muiri

Torre syndrome variant of HNPCC



A Before molecular genetic diagnostics
came of age in the 1990s, a
comprehensive family history was the
only basis on which familial risk of
colorectal cancer could be estimated






