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Abstract M OB

The vast majority of gastric cancers are Qete WAEo] ANAROR HAast QA
sporadic, although it has been known that G} ofRIZ}x] ekatibE9] 39]2 x}x|sty 9,
3-5% of gastric cancers arise as a result of Lajugtol = 7P i Eo] T =2 o=
inherited gastric cancer predisposing con- QF9] shjojct. Yubd o g2 Qoko] ol o XA
ditions in western countries. Hereditary dif- Q01 Alo|, Helicobacter pylori, S3< H|EsH
fuse gastric cancer (HDGC) is a relatively tAA QoI $}shA dhoke] =o] Egrdog Ab
rare disorder, with a mutated CDH1 gene as L5t= Z1oz 2AdgA” oL}, ofAltX] oo
the only known cause. The criteria of HDGC olo] A&tstA HHEIA] Lon whapa] Al
are as follows; two or more documented £ oFot= AL gL ofHr.
cases of diffuse gastric cancer in first or APt oz 9™A Qolo] £QFo] WAl ofHE
second degress relatives with at least one  ZAAst= SAA ZgoiAl e YA §
diagnosed before the age of 50, or three or shstk 9lo] &Exfsto 2 S XA Qo] glo] ¥rAls}t
more cases of documented diffuse gastric = AutAo] Qtyt Ihe] Qo] ofjut & R 7| WA
cancer in first/second degree relatives, in- o2 Qto] QX7 7hssich SAA £949] EA
dependent of age of onset. Carriers of a S AutA o 2 "H| 8™ £k H|dl WAl HHo|
germline mutation in CDHI1 have a lifetime R EAATIoA CfEAl o2 WRANSHCHY 4
risk of 80% of developing diffuse gastric A gtk EsF §AA £ SHMAPF HE 7
cancer and prophylactic gastrectomy is Lol= AL 7HES Ao 2 QAR AAE &
recommended. Here, [ describe hereditary o] SAXALS 71X 73 Y(carrier) X .t A=2A0] 74
gastric cancers and some guidelines for the It W B = oA s YA AV AES A8
mutation carriers. sh7] = st
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12 ulgo] 2 o gt} Yelow §AAS a9l
T FYelo] e ANT & 9, Rl A
o SAA 2 Al gt wermolM Fad
Weloz A8Y Zloz mudch 9F4 Yge
AopollA A ArARe] 3-5%2 ARG &
SRQIAIN U AR R o] Esol
97| etk 53] LUl SAA ¥l |

AN ARG REEOIE RN Q0] gt
AT7E 0h$ KA Zo] Aol BaolAt &
B4 ool Agu A=, SAA Ay Al

UApR] R go] Bl Lohus|z dic.
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1. 9ol Yooz Ao GHA 49l

1) 8RR 49l

AL(AHd)2 AeHo2 FA AFY(intestinal-

L

type)x} 0|9 (diffuse-type)o 2 pEECH! 52
NAAR AL HaFAl= GHE=0l A pylori 7%
@8 st o3t AR BAY Fsto] 7]elsiny,
ojey glere gy Sletol vlsh B3 aglurte
G4 QRlol ¢ gk 2 3k 7jolat1 AiztE]o]

A I} 0 A QFol A= 9JQto] oF 3-5%0f|A 24 o
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Aol wo], ol2igh 291 A Y ol it b
A71e] Y Aol Soldln gaiA it 97
X lgtoletn & 4 Qe 71Ee ket 2ok v
A, Fe Uolo] Wakstn SuiA), 91 waye] 715
ARG A0, AL LAl T2 ]
o] oro] glofol gt Aol 715 Aol ujgt

% gigtoll o E5tn Y ULolHE SBrhn 4y

Ir

kIor

-

SH. 3P g2 715 gAYl dsiAE A

a -
pylori A0l tigt 5SS S7/HAIHOEZH

glorll FerstA st AT Aol 9o,
interleukin 18 (IL-18), tumor necrosis factor
@ (TNF-e), 1L-6, IL-8, IL-10, Toll-like re-
ceptor 4 (TLR-4), and transforming growth
factor 8 (TGF-p) SAAt thefido] o]of sfdst
o, o2gt F Qo g U B2 % 9] &
< SFitE(penetrance)s 7H|= 4 42 &

ARl BoE We Entrs iR gy gAbl
Al

2) |34
gastric cancer)

A= Lo7]= AR ¥olo] ishA= 1998
H  Guildford o] SXA HWEXM(genetic
linkage approach)g ©]&3sto] O]9ty £t
ojghd RAME 02X 3 VHAA E-cad-
herin gene (CDH1)9] =&/ A =<%0]
(inactivating germline mutation) & +HstY
c}.'* CDH12 16¥1 @XA|o] Exfste] E-cad-
hering codingst= S§-AXtojt}. E-cadherine
AmAZe] Batel Px QAo FRF BAYE
A M=IE BA AR A, LM o A

0juts Q]9 hereditary diffuse

.
L.
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osre ororstct
o|g JA§7FX] CDHI Hjd =AWHol= F|29]
HE 2404 122707F B &9l o™, ' trunca-

tion =H¥Ho|d mof EIE7}F =311 missense
oo s AL HAF =7} 80% ol ez =
cha g Ak 122019] HEREM oA thEE
(87.5%)2] =dWol= YdLAdo]l T2 R|HofA
DA, ASdTAol =2 A|FoAE mis-
sense E¢Wol7} o &£30CH68.8%)."° SHAL 2]
oA o] wst ¥ ofy2t CDHI promoter £-9]
9] DNA methylation© 2 QIst S XA 2435}
o] ©]st E-cadherin &3 7tA % ®7E]9lct B

S2jupatolA] Eruw CDH1 EH®ol= 1999
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deol 7hE2o] 9t gate] BA2 E) 6
H A& (731A > G)ub 10 A&(1460 T > C)9]
missense S99o] 2747} B uE]9ich” 2 2
o] 278 Aol CDHI v Z<dwHo7E ¢ &
DEQITt 20139 20 ay AT G
et AlE7Eol Rt 239 e R &
5t (4.3%)0] 4] CDH1 nonsense HjAl SO
71 AR QI TH1003 C > T, Arg335%). o] HL
oA 3t 2579 50A U|TF Ul ALY
CDH1 9%} 2404 27(8%)e] HlA Seiwiol
= Y1359t Nonsense 49 0[(1003 C > T,
Arg335%)2} missense =HHo|(715 G > A,
Gly239Arg)2 Z}7} 41A] ofAtel 284 'FAL &Hx}
Rt Est 20149 =0 HrE U AFolA =
AL 7HEH0] A+ F5749 FAIA missense
1018 A > G (Thr340Ala) =HH¥Ho| S Y 1513 =
o.* §3] o] EAVolE f¥”H 2V &
A/JuIFHA7IEANA ARG, 7]5Ae=
Rho-GTPase &/d=E5 F7M7A MZ o]54E
F7HIZICHL geln ol WolgintX £0l8A
T 2014 =0 das 9 TCGA A+to] T=
% glaro] o

subtypeof[A] RhoA /AR Al FHWHO7}
15%01 A LA QIckn Bg w 9lo],* CDHI
AR ZARolof] oJgt RhoA &/d = ®str} 0]

oy Y WY fEo YIS FUAL F5HE
=
=

o] gty 2 genomically stable

HDGC)2 E@Hol7k 9lg A LBEL oF 80%
o] ke RIS Jprlcty ZeA glov], YWd
2 40N 2 20-70Ch7HA] CHt AYE
oh* o] QAR EAYolE 1A hE0
FAMA Ldor fAED, o fAALE

o4& guloklobular breast cancer) Y3
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T AA] 80MI7IA] oF 60%9] =2 o]ghgg 71X
oty o2& QirhY MAMARM o=z CDHI SM™A}
o] ujA EAdWo|7} 9l oF 100 7}E0] B IEY
o

=AdHol HEAAE ogA HEAs0l

52 oA olery ok AT 71Ee] 2
AL 7hE0A] Alsist ZAtel CDHI &
9ol CTNN1, BRCA2, PALBZ v &

o] HIEITE®? F5 ANTHAIHA
dlolEf7t £A=HE O 4 =4
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LoxAd 9dF UAaQKhereditary breast and ovary
3

cancer), " 971’4 1855 HAUHNPCC),” 7}

£4 8&Z(familial adenomatous polyposis,
FAP), ™ MUTHY ¢¥ -855(MUTYH-asso-

ciated adenomatous polyposis, MAP),35 IOo|x-
o /] &35 7(Peutz-Jeghers syndrome),® juvenile
polyposis syndrome,”” Li-Fraumeni syndrome,®
Cowden syndrome™ 50| Qltt. o5t F3ol|A4
HY BAES Avd oz IXQL 7HE Eolxo
A WSO =2 427t Qo] #2953l
S-2juyetolAl Bare wiof o5t 7279 FAP
At & 3Y(4.2%)014 Yol AUdon.C AR
HBEUAIE S A8 148759 FAPHATOIA £
MEo] 14.2%, 990l 2.7%=2 ¥ uE Ut &
gF =UiolAd HNPCC 7H&52 thfe= ZAbeh vf
of @2H, 66 7IE 1011 UAS 22715 259
o] ol LI, dukelto] Hls HNPCC
R 1A} 7R A AU d = 2,102k B
sttt E5] Yolrt olZ 4 S A=t A

ojsoz zobxch (30ch 11.38H, 40t} 5.5u)."
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et o2 A4 3Y FEDE SWEYL
o ARQIAE WA A %#KJOW'?J, A&}
A7IU 71350 EisiA s obAl &
NCCN 7fol=2glol A 404 Ei 715 5 71
ol & 9ot WA Lfolo] A SN2 W gy
ARBUAIA S Alssteln st

Qo] S WImst Hoj g 7]Tolu}
2 A7sb] ofeie e AA A
AL wQlo]l 1990dcy
199940 AJAt=]  International
Gastric Cancer Linkage Consortium (IGCLC)
2 FHo2 §AY Yo et AH A2

§ e BeMY Sol a0, 201047
201540 G514 olgka jotol gt AN 7ol

caole ANt S8 20159 stol=at
Qo= QRN AR 2% WY, FAe U
& QoA mash

1) §X4 ooty 94 (hereditary diffuse
gastric cancer, HDGC)***

- 1X} = 2%} J1E¥or A" 23]
ojgry fdol AL 2 504
o|&lof] Alte|ojof oty

- 1A} ®+= 2%} 7}4—305 AZA= 399

ojRry Yol i, yols Juaith

=
, L &=

o] A4 7IFo st 7SS oF 25%0]
] CDH1 HjAl Zoiuio]7} WA=y oe

22,
A9l
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2) 9A4 ulgd A SHA Fa] AMeE
(indications for genetic testing for CDH1

mutations)*
Wolo] 1R} BE= 2R 71E=EH O
™ a

3
- 40A4] o]Aof Al ojgty 4
- 3F SHRtol|A ojety ofdat {f
breast cancer)g ZAlo] 7IA|H SHli=
50A] o]gto]] RIeHd
@ FAA AAFE 18E 2 Qe Ve

- styollA &4 SHFoNlobular breast

oHlobular

cancer)
a2
7FEO A 50A  ©jgto]  AlhE  REyeb
(lobular breast cancer)
- 0lgra 9ot ERte] 1AF Ei 2R} 1EE
=71 A(cleft lip/palate)o] Q&
- In situ signet ring cell and/or page-

toid spreads of signet ring cells

3) 7158 Y YY(familial intestinal gas-

tric cancer, FIGC)’

- 1A B 27 tERloR A" 299
FE Yol 9, 3 F gty 504 o
Aofl A= ojof gt

- 1R} == 2%} 7122 oz AdZAg 339
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4) 7Y54 9]9K(familial gastric cancer, FIGC)’

- 13 ® 27 H5RioR AEE 299 9

ol i, 1 F FY2 50A] oo Atk
gojo} g},

- 13 E& 27} JhEoz AZd 399

gl9ro] 91, Lol AbE gick.

5) & /A48 34 s HY(Gastric
cancer in other tumor syndromes)
- JIEUl 98 FF F529 SAol
HEAL & Aol 29 o] golA o] &
=g

ke

ox

o

<51 O o
4 S A8 9 dady

Jo

(hereditary breast and ovary cancer),
R HESS WEYF(HNPCC), 7HEA
L2 Z(familial adenomatous polyposis,
FAP), MUTHY ¢3 &&Z%5(MUTYH-as-
sociated adenomatous polyposis, MAP),
Zo|x-o|7] Z3SF(Peutz-Jeghers syn-
drome), juvenile polyposis syndrome,
Li-Fraumeni syndrome, Cowden syn-

drome

3. DNA &4

L
.
w
o
@]
-
w
o
@)
>
o
L
=z
o
!
Q
=2
£

A3§EICE HNPCC7} o)Al % mix| ZAjsbaoe
microsatellite instability (MSI)2} mismatch
repair proteinsQ! MLH1, MLH2, MSH6, PMS2
of tigh HststEMS WA alegit.

4. CDH1 E%¥lo] ¥4 HDGC 71&0] tigh x| &

NCCN 7o Eefelof A= CDH1 S0l ug

SAyo|7} shelsd R54F WartolA] 18-40
N Hod AA|glo] Y- A= (total gastrectomy
with Roux-en-Y esophagojejunostomy)& Al
Yt ot EAWo] WA} WA NS
Auetel FROFTIAAS Asgetn] of2] 2

o o

O
ARZAAE A

1
L

2) Cambridge T2 &-Fof O3t JRgHUAIY
CDH1 =<%o] ¥RAtolA oA Z8AeS
A 55tdAY, CDH1 =3#o]
U RAecle SER] A d
HDGC7IES] 1 14} 7pE3EE 7H

surveillance=A 9] WWA]7-S Al8§stct.

- H. pylori ZAAMOIA /g0l A5ty
- 9o YyAlIZS Aldgsiy, 3718 2
W StHAl 30204 A2g wAbsta, o]
FRAS A AAF Qo] 303 o]t U]
ZAAARE AlBRT. A9 2AIGAN:E A
244 AR, AR, B89 5XoA ZH

671 Alogaict

o

7t

CDH1 E®o] BRI &} &hAF £= 50%
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o] &&2 CDHlI Ed®ols
NCCN  7tol=ateiols  354%E  ldoet
mammography £+ MRI scang& F7st}. 7
4 IGCLC 7to]=etel*o| A= mammography
7} g8t (lobular breast cancer) A1THo] wizh
LE7F =A] ¢of CDH1 =d®io] ¥x7 oAM=
30MIFEl 1doih MRIE Al¥st== AR

R guEdee Audoz ARHAL o

-1 TT O

Agh, A8 v SERoIA g 5 Qo

2 E

A Y2 AdORoR A Aol T2 A
FolM = AFEQ, Futel Zo] Y
S0l =2 XA RAE Aol digh ZgA
Aol BEIE o] ApAdoltt. 2F {44 4
Atol tfigt RIA HAE7F o, BE H1
ofjdel ol f2juyatoq= CDHI ujAd =A™
o7} EEX & EAZ 7hs/dol ol RAA
Aol digh Hof AR W2 A7F st
=y
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