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B69BITH 2O TFEMBOEE T 2 HEII10.1% &
7% (Table 1),
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3. fEBH

Table 1 Frequency of multiple cororectal cancer
or endometrial caner in HNPCC

multiple colorectal cancer 22.1%
rectal cancer after colectomy for colon cancer 9.6%
colon cancer after rectum resection for rectal cancer
27.7%
endometrial cancer 10.1%
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K% 113 Amsterdam Criteria % %23 2 EFRTIC
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KefT L7 (Fig. 3).

K% 2 b Amsterdam Criteria /2T 2R R TH

Fig. 1 Germline mutation in exon 12 of hMSH2
(Tyr619ter)

Sequence of hMSH2 exon 12 from genomic DNA of
a healthy individual (lane 1), normal cells (lane
2) and a tumor tissue (lane 3) of Family 2, the
arrowhead indicates an A to C transversion in
codon 619 in the antisense strand.
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e No. of No. of

Criteria Pedigrees Germline mutation(%) | Tumors
Amsterdam 23 8(35) |20 18(90)
Japanese A 5 0(0) 8 2(25)
Japanese B 7 1(14) 7 3(43)
Total 35 9(26) 35 23(66)

Table 2 Genetic alterations in HNPCC

hMSH2, hMLHI

RER(+) | TGFARII(+)
% | e

13(65)
1(13)
2(25)

16(46)
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Fig. 2 Pedigree of Family 1
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Fig. 3 Resected specimen of Case B in Family 1
Multiple colon cancer in the transverse and
descending colon.

Fig. 4 Pedigree of Family 2
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205, BETFRENPTETH 723 AD I HRIBIESR
E1Z1IXA—D germline mutation SFESE X h, EEE
ZIREGTERERD st ol (Fig. 4).
z B

HNPCC 1319134F Warthin'®iZ X D 4 R 2P HE
Eh, D% Lynch 5"V X > THESHED 5 1,
198941 iX International Collaborative Group on
HNPCCP230#5 3 hEEBEAC K E L THEDED 5
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Table 3 Criteria for HNPCC

1. At least three relatives with histologically verified
colorectal cancer (CRC) ; one of the relatives should
be a first degree relative to other two.

Familial adenomatous polyposis should be excluded.

2. At least two successive generations should be
affected.

1. In one of the relatives CRC should be diagnosed under
50 years of age.

(ICG-HNPCC Amsterdam Meeting, August, 1990)

Table 4 Criteria for HNPCC

A I A case with 3 or more colorectal cancers within the
first degree ralatives.
B : A case with 2 or more colorectal cancers within the
first degree relatives and with any of the followings:
a) Age at onset of colorectal cancer (s) is younger
than 50 years old.
b) Right colon involvement.
¢) Synchronous or metachronous multiple colorectal
cancers.
d) Association with extracolorectal malignancy.

(Japanese Society for Cancer of the Colon and Rectum,
1992)
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Surgical Procedure and Genetic Diagnosis for Hereditary
Nonpolyposis Colorectal Cancer
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One of the characteristic clinical features of hereditary nonpolyposis colorectal cancer (HNPCC) is
an increased fequency of multiple colorectal cancers or synchronous or metachronous occurrence of
endometrial cancer. Extensive surgical procedures involving total or subtotal resection of the large bowel
with or without hysterectomy are required to achieve the best surgical outcome for HNPCC. Extended
operations, however decrease the patient’s quality of life. The indications for extended operation are thus
determined precisely by genetically diagnosing germline mutations in i.e., h(MSH2, hMLH]1 or replication
errors in tumors.
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