Am J Surg PatholVolume 44, Number 9, September 2020

Histopathologic Analysis of Signet-ring Cell
Carcinoma In Situ in Patients With
Hereditary Ditfuse Gastric Cancer

Yuta Tsugeno, M D, *11 Kaoru Nakano, M D, Takeshi Nakajima, M D, PhD, $
Ken Namikawa, M D , // Manabu Takamatsu, M D, PhD ,*T Noriko Yamamoto , M D , PhD ,* T
Junko Fujisaki, M D, PhD, // Souya Nunobe , M D, PhD , Y Masanobu Kitagawa , M D, PhD,
Kengo Takeuchi, M D, PhD ,* T and Hiroshi Kawachi, M D, PhD*T

A %
SRR




LdjélﬁdvxliaF(HDGC) E—EREREMEEREEIE, HIGKRSFIERINAEIFRMAMR GRi2H) B8
FEFFLAR/ITE, FZERCDHT (YmAZE-cadherin) HI"%"QQE/%—JQ
| CD—11 45hg
7c
RH B
KERSTHDGCE B A MR /B M B IE K
ERMAEX D, BRERMAZRLE
AT B X,
Aite &
RIRME/LFE2IEFER, fili2
Hl IFE, BEirKEERFHIEE
REBLAI—EEHERA.

B A4 B EA R S WHOSE DU ki



¢H 2GR TR

B HAHDGCHYFFHIE =7 % 3k B FOA= A2 Ak 25 Kt M4 RUED 7Y
dpafE (T1a) , NTRIIXBMEEE/), FLBHIR
RERMAEIE R, ZOHANER,

GIE TR
JRACED A ZmAREE (Tis)




CDH1 &

X

*mpY
al

AF165LEFEKE (16922.1) , E

3 94. 5KbHImRNA, ZRE%E—cadherin.

H16MNIINETF2ARK, 3%

a q22.1

-~
Centromere

Microsatellite
Markers

]

—D16S318 4

- D16S3107 A

— D16S3025 -

Distance,
bp

361994

908153

b CDH1 Gene|

204485
98249

Chr 16

— D16S496 -
— D16S3067 -

—D16S3095 -

—D16S752

I

Telomere

v

79261
159599

837251

1388467

% 74 H T-Bing




Extracellular space o —

iy T o
) . y I "-.__-
Cytosol cell 1 /o B-catenin . Cytoso \
| ~ T« a-catenin "l
|/ P120 \ e |

1 | . _ |

. catenin  /

E-Cadherin homophilic \—
Hxxx .--.

adherans junctions with its Actin )
cytoplasmic, transmembrane filaments
and extracellular domain. —

Black dots represent the

calcium ions

E-cadher infEEE B3 EEMI2A Ak, BIFAMRNASGEME . BIRGEAE N MG (355 F
) , AR MM AERE ISR FHESS, ARASARRETEERSH
BRI LEEER, XIMEEFARREN, HHRP HARINEE.

K H i H: Santosh Shenoy, CDH1 (E-Cadherin) Mutation and Gastric Cancer: Genetics, Molecular
Mechanisms and Guidelines for Management. Cancer Management and Research 2019:11 10477-10486




£4.02 W COIN =EpiE. BarEER
XEEREERESS (IGCLCY

(S — Bl o G I ooy e i 0 1 Y A

ek, JUd gl —A~TE 50 2 2 ki b

(E 8 — ok o QA v oy =1 ol T 2 1 g 1] i

$5, IZWTIE Y SR A B

LEEL, TF 40 D00 L fu it as v 1

ST — 4% B 7 50 % Wi W T BEAT o0 8 1k

o 45 LA o L e

AR, R L S S I A A S 0 D A

ER T AT A L LR ey O 1 W B (i AT
TR (] v A th R L L 3

RS (F#4<20%)
28 MR Akt >4mm)
ENERHE O248)
AR EINEZIER TR
Fpatt/airtE 2 B8 VIR

KT HCDHIZREE . Fig>20%5 MBS AR AL
RFEFFEREEVIRR; ARMAMERNE,
FTRFER KN, MEMEEBHITEEVIRR,

I

HDCGZR IR RV FL BRI & £ RIBS, ZHmw{ll
?%%¢H%,E%NiMEﬁE&E%
W H o

KR e NS 25 1AL R G IE WHOSE DY Bk



MATERIALS AND
METHODS
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TABLE 1. Clinicopathologic Features of the HDGC Cohort
No. SRCC- No, SRCC-  No, Por- Freq. of Freq. of

Case Age Sex Family FH-G FH-B ML Blocks No. Ca plla plis plla  SRCC-pTla  SRCC-pTis
A 57 Female | ~ + 28 W il 2] 4 ( 0.13 0.37
B 45 Female |1 + - 899 290 b 30 5 | (.3 | &0
C 33 Female | + - Thy M 0T 94 [3 ( ()08 0.59
[ 56 Female 2 + = 45 67 3l 44 ] 2 (.05 433

E 56 Female 3 + - 557 213 8 4 4 ( .39 .39

F 5 Male 4 4 = 0.5 40 4] 26 15 (] (.44 (). 71)
Total 40.18 1408 1M 225 46 ]

Mean 47 6,70 2358 437 375 1.67 0.3 .18 0,87
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TABLE 2. E-Cadherin Immunohistochemistry for SRCCs in HDGC Cases

E-Cadherin Status in SRCC-pTis Lesions (n = 28) E-Cadherin Status in SRCC-pT1a Lesions (n=197)
Case LSS Hedueed Preserved Total 053 Reduced Preserved Total
A 3 | | 4 2 14 () |
B | (] [y | 3 22 [ 27
C 7 (i | 7 45 33 0 78
D I (] [y I 24 24 (1 43
E 3 () () 3 B (] i) 4
F |12 (] [y |2 15 4 (1 24
Total (%) 27 (96.4) | (3.6) [y 28 (100} 95 (48.2) 102 {51.8) A ALY

Loss indicates <5% of the tumor cells were staiped: Preserved, 500% or more tumor cells were stained Redoced, 5% to 49% of the tumor cells were stained,

R W46 SRCC—pTishmkldr, Wik 7284 9mkt; Hep, 274wtk (96. 4%) B 7= LR S #ER AR TRk,
WX AFTIRERE, HR—MwEE (3. 6%) & R55PHMRIX .
%ﬁiﬁﬂﬂ(ﬂ?M\SRC(}—pﬂ afmbteh, 954 (48.2%) VARG FA K, MHEHFK1024 (51. 8%) ki B 55FHYE



TABLE 3. Clinicopathologic Features of Control Groups With
Sporadic Gastric Carcinoma

Control Control
Total Group 1 Group 2
Period October 20110 January
to June 2018 2017
Mo, cases Gl 23 35
Examined mucosal length (m) 2E.E 14.6 4.2
Sex (male: female) 39 21 14: 11 25: 10
Age, mean (v) 63,0 54,5 (0|
Helicobacier pyfori status 2 15 12: 13: 0 12: 2: 13
(infected: naive: uncertaimn) 13
Predomimant histologe tvpe
Tubular papillary 28 0 28
adenocarcinoma
Poorly ditferentiated 11 e 2
adenocarcinoma
SR I8 | 5 3
Cthers 3 | 2
Depth of invasion 5 . L A
pTla (intramucosal cancer) 50 200 ) : S e W 34 .:-'J'
pTlb (submucosal invasive 49 4 5 -:,' 3 4 O D SORE
cAncer) P ey
pT2 {muscularis propria | | iy T SRR
invasive cancer) e “ T D ' %
_ Detected SROC-pTis lesions 0 0 0 ._‘_.I_ NS ) A T - o~ E@M

SRS RLB1FN2XTME A 14. 65114, 2RMMIRBTHARE A, BEIER/DMM EREE, MRRRXESHE, ARHABREE,

BE. EFNTRBAG, RKEIMIAFHIISRCC—pT skt - BApZ TR, ¢ DERERFERTSENEEMiN, MpaRkREE
i B, BRI, DEGEIER, Erh.




DISCUSSION
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e CarneiroF ABIWIFHEMISRCC—pT1aR[BEA =HASRCC—pTis kM3, BEASRCC—pTis BMAHEZEKT
SRCCpT1a, fEANHIFEH, EEZIANSRCC—pTisAIHERSRCC—pT1affE—cadherin (=) HEIE, MAE
SRCC—pT1affE—cadherin (+) BUREI{A.

m Total m E-Cadherin Status Loss

I~ .~ SRCC-pT1a SRCC-pT1a
. . loss of E-cadherin Sustained E-cadherin.

SRCC-PTIS SRCC-PTTA
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