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< SUMMARY >
A. Helicobacter pylori eradication to prevent gastric cancer in subjects with
family history of gastric cancer: a randomized controlled study
* Purpose
1. The primary objective of this study is to evaluate whether treatment of
Helicobacter pylori infection reduces the incidence of gastric cancer in
subjects with family history of gastric cancer.
2. The secondary objectives are as followings:
1) To evaluate whether H. pylori treatment reduces gastric dysplasia
2) Comparison of gastric cancer incidence between H. pylori treatment
group and H. pylori uninfected group
3) Comparison of gastric cancer incidence between H. pylori eradicated
group and H. pylori persistent group
4) Comparison of all-cause mortality between H. pylori treatment group and
placebo group
Purpose&
Contents * contents

1. Study design: Prospective, randomized, placebo—controlled double blind
study
2. Recruit subject from family members of gastric cancer patients visiting
gastric cancer center
3. EGD, blood sampling (SST 5mL and EDTA 10mL), questionnaire after
informed consent,
4. EGD evaluation

- 7 pieces of biopsy (2 at antrum LC, 2 at upper body LC, 2 at upper body
GC for histology and 1 for CLO test at upper body GC side)

— H. pylori and histology evaluation
5. Randomization and treatment

After randomization, patients will receive the following medication.
1) Treatment arm

— Proton pump inhibitor (PPI) + two antibiotics for 1 week

— PPI: Lansoprazole 30 mg bid




— Antibiotics: clarithromycin 250 mg and amoxicillin 1,000 mg bid

2) Placebo arm

— Placebo for PPl and antibiotics for 1 week

Placebo: Same shape and number in case of tablet or capsule
6. H. pylori uninfected group
: H. pylori uninfected participants are defined as negative results of both CLO
and histology for H. pylori.

H.pylori uninfected participants do not receive treatment or placebo, but
follow—up will be done the same as for randomized patients.
7. Follow up

- 1 week after medication: telephone interview for compliance and
side—effect

- EGD: every 2 years (2, 4, 6" year), both randomized patients and H.
pylori uninfected

- Biopsy for rapid urease test at antrum LC and high body GC side (2
pieces

— Biopsy for histology at antrum and high body LC& GC side at last year

(2016~2017) exam

— Peptic ulcer detection at EGD: treat H. pylori if positive and drop out
— Cancer detection at EGD: censor biopsy at the lesion and appropriate
treatment
— Cancer development, treatment and survival data will be obtained from
national registries (National Cancer Registration, HIRA, Statistics Korea)
— In all participants who have positive results of CLO or histology for H. pylor
at last follow up, H. pylori eradication will be recommended.
— In participants included in the H. pylori uninfected group, a urea breath
test will be done to detect new H. pylori infection and aquestionnaire will be
performed to investigate risk factors associated with the new H. pylor
infection.
8. Gene analysis from stored blood

— Gene in relation to :

1) H. pylori infection(IL-=1B, IL-1RN, IL-8, IL-10, IL-18, TNF-A,
TGF-B, etc.)
2) gastric cancer incidence risk(MUC, NAT, GST, CYP, E-cadherin,




etc.)
3) associated with other cancer
— whole genome analysis for gastric cancer susceptibility gene

B. Effect of Helicobacter pylori eradication on glandular atrophy and intestinal
metaplasia in patients undergoing endoscopic mucosal resection for gastric
cancer
Purpose:
1. The primary objective
1) To evaluate whether Helicobacter pylori eradication improves glandular
atrophy and intestinal metaplasia, which are known to be precancerous
condition in patients undergoing endoscopic resection (ER) for gastric cancer
2) To evaluate whether H. pylori eradication reduces the incidence of
metachronous gastric cancer in patients who undergo ER for gastric cancer
2. The secondary objective
1) To evaluate whether H. pylori eradication reduces the incidence of new
gastric neoplasm including gastric dysplasia and gastric cancer in patients
who undergo ER for gastric cancer
2) To compare overall survival (OS) after ER for gastric cancer between H.
oylori treatment group and placebo group
3) To investigate the reinfection rate and associated risk factors after
successful H. pylori eradication in patients undergoing ER for gastric cancer

Contents:
1. double blind placebo controlled study
2. randomization: Active treatment arm and Placebo arm
stratification: histological grading of glandular atrophy at antrum (0-1
vs 2-3)
3. After randomization, patients will receive the following medication within 14
days after ER.
1) Treatment arm
— Proton pump inhibitor (PPI) + two antibiotics for 1 wk
— PPI : Omeprazole 20 mg or Rabeprazole 10 mg bid
— Antibiotics: clarithromycin 500 mg and amoxicillin 1,000 mg bid
2) Placebo arm




4.

5.

- PPl + two placebo (for antibiotics) for 1wk
or 2. powder
Follow—up after randomization
1) Endoscopic examination
— 3 month and 12 month and 36 month after ER
— If peptic ulcer is found at 3 month endoscopic examination, then treat
the ulcer and H. pylori by triple therapy and consider the case as a drop
out
2) Histological evaluation for atrophy and intestinal metaplasia
— Updated Sydney system: scoring glandular atrophy and intestinal
metaplasia
— Improvement: histological grade lowering at least 1 compared to baseline
grade.
3) Gastric dysplasia and cancer detection at endoscopic examination
— Biopsy at the lesions and appropriate treatment
— H. pylori examination: rapid urease test at the body GC, and histology
for the antrum LC, body LC and body GC side
4) H. pylori treatment
— Recommend H. pylori treatment by 10-day bismuth—based quadruple
regimen from September 2015)
— For patients who will visit for follow—up after the 3—year follow—up
: Provide transportation fee for a follow—up visit and travel expense
: Provide 20,000 won if the patients send a recent report of endoscopy
result by malil
5) A questionnaire for associated socio—demographic risk factors of H. pylor
reinfection
— A questionnaire will be performed to investigate risk factors associated
with the reinfection after H. py/ori eradication.
Duration of study: 13yr

Results

—_

. Publications

13 SCI publications including 2 online publications and 1 accepted paper .
Total IFs: 46.605 ( including 5 papers in Top journals in Gastroenterology
or Oncology field)

_10_




2. study status
A. Helicobacter pylori eradication to prevent gastric cancer in subjects

with family history of gastric cancer: a randomized controlled study

Total Follow up rates
- 2yr : 79.7% (2383/2989)
- 4yr © 65.4% (1950/2981
- 6yr : 58.6% (1415/2416H)
- 8yr : 50% (741/1484)
- 10yr : 42.7% (195/427)

Total metachronous gastric cancer detected :20 patients
Total adenoma detected:14 patients.
Total MALT lymphoma: 1 patients.

B. Effect of Helicobacter pylori eradication on glandular atrophy and intestinal
metaplasia in patients undergoing endoscopic mucosal resection for gastric
cancer

Total follow up rates
- 2yr: 90.30%(354/470)
— 3yr: 87.26%(329/455), drup out 78
— 4yr: 80.80%(261/392), drup out 69
— Byr: 74.64%(212/353), drup out 69
( )
(
(

, drup out 78

- Byr: 54.00%(128/300), drup out 63
— 7yr: 47.36%(90/240), drup out 50
— 8yr: 44.21%(65/189), drup out 42
— Qyr: 43.43%(43/125), drup out 26
- 10yr: 47.69%(31/81), drup out 16

— Total metachronous gastric cancer detected :43 patients
— Total adenoma detected:31 patients.

Expected
Contribution

1. Two large scale, long-term RCTs are ongoing and current data will be the
base of the last follow up time which are expected to be 2016 (study B) and
2017 (study A).

2. The results which will be obtained at the last follow up will be the grade
IA evidences for the guidelines worldwide about H. pylori treatment and
gastric cancer prevention.

_11_




3. The results will be the evidences for the modification of National Health

Insurance in Korea about the H. pylori treatment.

4. The results of our
vision of National Cancer Center.

study will

be the one that fulfill

the mission and

Keywor ds

Gastric Cancer

Family History

Helicobacter
pylori

Prevention

Endoscopic
resection
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* 4yr f/u (2011 enroll) : & 2354, D/0: 104
AAL CHAR} © 2259
HP(-) @ 81d HP(+) : 1289 ulcer : 169
ZALRER 1099 (48.4%)
HP(-) : 40 (49%) HP(+) : 60 (47%) ulcer : 9H(56%)
AAOIA =& : 1359 (60%)
HP(-) : 442 (54%) HP(+) : 80 (62.5%) ulcer : 118 (68%)
Mt =5k o UM ol 22X} - 188H (83.5%)
HP(-) : 662(81.4%) | HP(+) : 1092(85.1%) ulcer : 1324(81.2%)
AAlet2 40
A Aol 4
N BRI 0 ”
(n=81) F— ol M L5449
= (54%)
oet o &, #H, sfeHF 15
Algl, ol REOIA S 0
At 60
A Aol H 20
SR odzt 24 HA2R60d
HP kA ol 7l . (47%)
(n=128) F— 1 ol M Z 580y
= (62.5%)
ozt of B, Zd, selAF 19
A, o TR0 0
A2 9
A Aol H 2
(= S S s 2 HAra=od
ulcer SHolziA 5 (56i%)
(n=16) T S oM =ZeH1y
= (68%)
oAzt o &, A, sielAHF 3
AL, AFEOIHE 0
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* Byr

f/u (2009 enroll)

: & 3304, D/0: 8YH

AL AL - 3229

HP(-) : 107H HP(+) : 198" ulcer : 179
AALREE  151%(46.8%)
HP(-) : 56(52%) | HP(+) : 87%(44%) |  ulcer : 8(47%)
AAOIE ZE ;174 (54%)
HP(-) : 612 (57%) HP(+) : 104H(52.5%) ulcer : 9 (53%)
Msb meh oF dhA stol IR X} 1 25894 (80%)
HP(-) : 93%(87%) HP(+) : 1545 (77.7%) ulcer : 112(64.7%)
A2tz 56
AA A 5
o Xt oofet o0 | HMEE56E
o M %
HPEY o = (62%)
(n=107) = of M ZE61H
25 H &
T ° (57%)
olzt of & ZHH, sfelAF 11
A, AFEOIAHF 3
ZAtetz 87
A Aol & 17
WeTe=gpEn o | Bterzery
HP 2k (44%)
7HelHZ 5 _
(n=198) |———— of| & Z8H 044
=5l 7
AT 10 (52.5%)
olzt of H, Aw, slAF 44
Argt, oA P07 2 0
ZiAtetz 8
AAL A 1
SRt of et ] HAtetzey
ulcer ol 7l 5 (47{0)
(=17 oo of & z Bt e
=5l 7
T 1 (53%)
olzt of &, Zd, afelHF 6
APR, A TEO{A F 0
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* 8yr f/u (2007 enroll) : & 5724, D/0: 294
HAAF CHARE @ 5439
HP(-) : 177H HP(+) : 352 ulcer : 144
HAAL2EZR : 209W (38.4%)
HP(-) : 64X (36%) HP(+) : 138 (39%) ulcer : 74 (50%)
AAIAE =& 2382(43.8%)
HP(-) : 70H(39.5%) HP(+) : 160H(45.5%) ulcer : 8 (57%)
Msah xZer of g stol 2R X} 1 393 (72.3%)
HP(-) : 126YH(71%) HP(+) : 2559 (72%) ulcer : 12H(85.7%)
HAAlet2 64
AAH 6
XL o 2k 44 7':-'IA|-2'—I-'§'64%‘
QA-{ = —_ 1 oo
HPEY > (36%)
(n=177) = — o dxzst70H
235 7
AT 01 (30.5%)
odztotEl, ZHH SieHF 48
Al2h AR EO{HE 3
AAretg 138
F=PNIV(PS| 22
A ozt 68 AAL2t=2138Y
OFM %
HPerd e 5 (39%)
(n=352) EpnETy . ol 8 ZsH60H
=Gl 7
B (45.5%)
odztobEl ZHH FieHF 89
Ab2h X|of, o L E{HE 8
AAlet=z 7
F=PNIV(PS| 1
EXET of 2h 2 '%'IAl'g'—I'E?DO:‘
ulcer Holziz 5 (507_0)
(=14) o ol & = 38y
25( 7
OH T 2 (7 )
odztobE | AW FelAHF 2
Al2h AR E{HE 0
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* 10yr f/u (2005 enroll)

: & 42194, D/0: 519

AL CiaHAE - 370
HP(-) : 1324 HP(+) : 223& ulcer : 154
ZALRLZ : 1549 (41.5%)
HP(-) : 4994 (37%) HP(+) : 98%H(44%) ulcer : 79 (46.7%)
HAAOIA =8 171Y (46.2%)
HP(-) : 5493 (41%) HP(+) : 110 (49.3%) ulcer : 79 (46.7%)
Map xeh of g Stol 2kF X} 1 307H(82.9%)
HP(-) : 1153 (87%) | HP(+) : 1783 (79.8%) ulcer : 143 (83%)
ZAtetz 49
Ao A 5
ol oa| BArezaod
O A oo
HPEY 3 (37%)
(n=132) Py of| 8 Zet54
=
oh A+ 30 (419%)
olefeld, 2, sHF 12
Abah A EOIHE 5
AAtetz 98
A Ao A 12
OFA %
A EREE 9 (44%)
(n=223) ol M ZEH10Y
=2 = =]
E°H7'|T 15 (493%)
cd2fobE, Z®, o 2lHF 39
Atk L EE, olal, AFEOHE 6
Atz 7
Ao A 0
SRt od 2t 5 A2 7Y
ulcer oz 7 ] (46.7_%;)
U T oY ZE7H
=0l /
AT 3 (46.7%)
olztolgl, Zul, 319 % 1
Atk AT EOIHE 0
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2004~20115 Xl 103FUrate(2015 fu)

21 FU

n fu %
MTotal 3,100
@D/0O 111
®FU & (®-©@) 2,989 2,383 79.7
Negative 1,023 809 791
Positive 1,834 1,471 80.2
Ulcer 132 103 78.0
44 FU

n fu %
®Total 3,100
®@D/0O 119
@FU tAH®-®@) 2,981 1,950 65.4
Negative 1,018 647 63.6
Positive 1,832 1,224 66.8
Ulcer 131 84 64 .1

6 FU
n fu %
®Total 2,525
®@D/0O 109
®FU & (®-@) 2,416 1,415 58.6
Negative 813 474 58.3
Positive 1,508 894 59.3
Ulcer 95 47 49.5

n fu %
®Total 1,593
@D/O 109
@FU & (®-@) 1,484 741 49.9
Negative 504 241 47.8
Positive 930 475 51.1
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Ulcer 50 25 50.0
104 FU
n fu %

®Total 517

®@D/0O 60

®FU A (®-) 457 195 42.7
Negative 162 63 38.9
Positive 278 124 44 6
Ulcer 17 8 47 1

(=13

2) =¥

Ao
kK

A. OLGA and OLGIM Stage Distribution According to Age and He/icobacter pylori Status in the Korean
Population

Operative Link for Gastritis Assessment (OLGA)2F Operative Link on Gastric Intestinal Metaplasia
Assessment (OLGIM) staging system 2 Z=Z&StAMQl 2| atrophy2t AT EHY | gradingdl w2l ¢ eh 2H 2
g o Est7| flsi MAI= systmemd .
2 AT0ME % AAS SHOZ LAY HAE AE 6323 TNEMel 2US OIS AP H.

pylori 4@ oi&of w2 OLGA, OLGIM stageS H|W I CH.

Table 3 The OLGA stage distribution according to age and Helicobacter pylari status

Age
OLGA staging, n (%) 20-2% 30-39 40-49 50-59 60-69 p-Value
H. pylori {+] in =373} n=19 (n= 63} (n=87] (n=141] (n=73) =.001
0 3 (333) 8(127 223 4 (28] 0 (0}
| 6 (66.7) 15 {23.8) 26 (20.9) 29 (20.6) 618.2)
Il 0 35 (55.6) 39 144.8) 67 (47 5) 37 50.7)
i Qi 3148 2 (103 16 (11.3) 14 118.2
v 0 232 11 (124} 25 (1771 16 121.9)
H. pylari i=] in = 259] {n= 29} (n= 50} n = 44) {n= 98] [n =29 003
0 14 (483) 20 (33.9) 24 (545 35 (35.7) 6 {20.7)
| 15 (51.7) 36 (61.0) 13 (29.5) 37 (37.8) 14 (483
I 0 (0] 3050 & (13.6) 2 21.4) & (20.7)
1] 00 00 11123 2 (20 2169}
W o o (o) 0 o) 313 113.4)
Total (n= 632) {n= 38} (=122} n =131} n=239) (n=102) <.001
0 17 [44.7) 28 (23.0) 26 (19.8) 39 (16.3) &(5.9)
1 21 [553) 51 (41.8 39 [20:8) 66 (27.6) 20 19.4)
I Q10 38 (311 45 (34.4) 88 (36.8) 43 1422
11} 0 (o 3 (25) 10 (7.4) 18 (7.5 16 (15.7)
v a1 2 (1.6} 11 8.4} 2817 17 116.7)

OLGA, operative link for gastritis assessment,
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Table 4 The OLGIM stage distribution according to age and Helicobocter pylor] status

Age
OLGIM staging, n (&) 20-20 30-39 40-49 50-59 60-60 p-Value
H. pylori (+ (n =373} in=29l n = 63} {n =287 fn=141) n=73) =.0m
] 9 (100.0) 50 (79.4] 40 46.0) 67 47.5 27 13701
| 0o 10 (15.9) 23 26.4 33 23.4 16(21.9)
] oo 101.6] 14 {16.1) 21 (145 (110
in o0 232 4 14.0| 10 7] 12 (16.4)
v 00 0 (0) 6 (6.9 10 (7.1 10 (13.7)
H. pylari (-} (n = 259} n= 29 {n = 59} (n =44 {n= 98 fn=29) <001
a 28 (96.6) 56 (24.9) 38 (B6.4 84 (857 16 (552
| 1i54) 350 5(11.4 992 8270
[ a0 0 0] 1.423) 0 {0} 4 (13 8}
i 0 (0} 0 (0) 0.0} 2 (2.0) 0(0)
v 0 (0} 0 (o) 0 (0} 3(3.0) 1 (3.4
Total in = 632} h= 238 n=122 {n=131) {n= 2309} n =102 <001
] 37 [97.4) 106 (86.9) 78 (59.5 151 (63.2)
| 1 (2.6) 13 110.7) 28 21.4 42 (17.6)
[l 00 1 10.8) 15 {11.5 21 8.8
1 o (0} 2 (1.4 43.1) 12 15.0) 12 (11 8)
v a 0o 6 (4.6] 13 15.4) 11 (10:8

OLGIM, operative link on gastric intestinal metaplasia assessment

AEXMCR 92t Mol =otX|= 0LGA, OLGIM stage |l olatel A<= 404 o|gtolM H[SO| ofF 7|

2ol 40M Ol™e| A pylori AB7} 71 2o z2 FHEULCEH

B. Staging of intestinal- and diffuse-type gastric cancers with the OLGA and OLGIM staging

systems. (Aliment Pharmacol Ther 2013; 38: 1292-1302)

2 ATE oluet Slgsme o

[ [

P

oM £
staging system 25 et €2 o Sst=d &
25t oo, diffuse typedl A= OLGAE FEAMO| HH{HCE.

|92 "™Itste X4l 0LGA, OLGIM stages H|m5}Hod

H
. £35] intestinal type2l £l 2tollA

g0 Hn

2 79 ool T A2 W U= gastritis staging systemol| CHSEOd B2 F=o {A3XE jAS
E 78

Background: Operative link on gastritis assessment (OLGA) and Operative link on gastric
intestinal metaplasia assessment (OLGIM) staging systems have been proposed for gastric cancer
(GC) risk estimation.

Aim: To validate the OLGA and OLGIM staging systems in a region with high risk of GC.

Methods: This retrospective study included 474 GC patients and age- and sexmatched

health screening control persons in a cancer centre hospital. We classified gastritis patterns
according to the OLGA and OLGIM systems using the histological database that a pathologist
prospectively evaluated using the updated Sydney system. GC risk according to the OLGA and OLGIM
stages was evaluated using logistic regression analysis.

Results: More GC patients had OLGA stages |II-1V (46.2%) than controls (26.6%,P < 0.001),
particularly among patients with intestinal-type GCs (62.2%) compared with diffuse-type GCs
(30.9%). OLGA stages IIl and IV were significantly associated with increased risk of GC [odds
ratios (ORs), 2.09;P = 0.008 and 2.04; P = 0.014 respectively] in multivariate analysis. The
association was more significant for intestinal-type (ORs, 4.76; P = 0.001 and 4.19; P = 0.002
respectively), but not diffuse-type GC. OLGIM stages from | to IV were significantly associated
with increased risk of both intestinal-type (ORs, 3.64, 5.15, 7.89 and 13.20 respectively) and
diffuse-type GC (ORs, 1.84, 2.59, 5.08 and 6.32 respectively) with a significantly increasing
trend.
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Conclusion: As high OLGA and OLGIM stages are independent risk factors for gastric
cancer, the staging systems may be useful for risk assessment in high-riskregions, especially
for intestinal-type gastric cancer.

Table 1 | Baseline characteristics of gastric cancer
patients and control subjects

Gastric

cancer Control

patients subjects

n=474 n = 474 Pwvalue
Age, mean £ sd 526 £ 9] BEo 496 0664
Sex (male), n (96} 308 (650 308 (850 1,000

H pori-positive, n (%3 427 (901) 308 (650} <0001
Smokdng, n (%)

Current smoker 197 (41.6) 10 (2323 =0.0m
Ex=srmoker T3 (196> 128 (291

Aloohaol consumption, n (%)
Current drinker 297 (62.7) 203 {&61.8) OB
Ex-drinker 33 (7.0) A (65)

Bl ety 107 (2265 38 (80) =0.00m

gastnic cancer,” n (90

sd., standard dewiation
* Family history of fist-degree relatives.

Table 2 | Comparison of gastric histology based on
the updated Sydney systern between gastric cancer and

control subjects
Gastric cancer
patients Control subjects
n =474 n=4M Pwalue

Acute mAammation* (moderate-to-marked), n (%)

Antrum LCv 163 (34.4) 184 (40.5) 0035

Corpus LCv 251 (53.0) 171 (3613 =0.001

Carpus GCv 290 (61.2) 133 (281) 1007
Chronic inflammationt (moderate-to-marked), n (%)

Artrum LCv 75 (191} 282 (59.5) =001

Carpus LCv 402 (84.8) 256 (54.00 <000

Caorpus GCv 369 (778) 197 (41.6) <0,007
Glandular atrophy (moderate to-marked)_» (%)

Antrum LGy 4 (66.2) 232 (48.%) <0001

Caorpus LTy 223 (470} 124 (26.2) <1007

Corpus GCv 34 (1.2 12:(2.5) 0.001
Intestmal metaplasia (moderate 4o-marked), n (%}

Antrum LCw H2(a8:9) B9:(18.8) =001

Corpus LCv 168 {3543 &5 {13.7) <0001

Corpus GCv 17 (36) 7 {15) 0039

C. =&

HrE: Association of Smoking History with Cancer Recurrence and Survival in Stage |11-1V
Male Gastric Cancer Patients. (Cancer Epidemiol Biomarkers Prev; 22(10) October 2013, 1805-12)
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Table 3 | Univariate and multivariate analyses of the risk of gastric cancer in subjects according to gastritis OLGA

and OLGIM staging systems
Gastric cancer patients Control subjects Crude OR
n=4M4 n=4M (95% CI) Adjusted OR (95% C1)

M. pylori positivity, n (%) 427 (9071) 308 (65.0) 490 (3.43-7.00) 3154 (1954 58)*
Smoking, n (960

Nonsmaoker 184 (38.8) 226 (471 100 100

Ex-smoker 93 (196) 138 (291 0.83 (0.60-115) 17 (00188

Cument smoker 197 @.6) 10 (23.2% 220 (162-298) 20 (174422
Family histaryt, n (%3 107 (226} 38 (80 335 (2355000 299 (195-4.58)*
OLGA stage, n (9}

1] 37 (78) 90 (19.0) 100 100

| 82 (713 131 (2786) 152 (095-244% 112 (D&7 883

1] 86 (287 127 (268) 261 (166-470) 154 (0922 56)

Hi T4 (2473 &9 (14.6) 402 (247-653) 209 (120-263)

I 105 (223) 57 0200 A48 (2.72-740) 204 (14363
F for trend < 0.0001 0.0012
cvalue§ 0.639 0724
OLGIM stage, n (%)

o 109 (230) 266 (56.1) 100 100

1 91 (19.2) BE (181) 258 (1.78-3.74) 2.38 (1553501

1] 70 (14.8) 83 Mz 3322 (211-457) 297 (1.85-4.75)¢

1 S8 (207) 41 (B.6) 583 (38854} 550 (338-855)¢

v 106 (224) 28 (59) 924 (5.7614.82) 891 (53615373
P for trend =0.0001 =0.00m
c value§ ano 0783

OLGA, Operative link on gastntis assessment: OLGIM, Operative link on gastric intestinal metaplasia assessment; OR, odds ratio.
* Adjusted for age. sex, smoking, H. pWon infection family history and OLGA stage using the logistic regression models.

T Family history of first-degree relatives.

T Adjusted for age, sex, smoking, H. pyon infechion, family history and OLGIM stage using the logistic regression models.

§ ¢ statistic as a goodness of fit measure of 2 model was used to evaluate how well each staging system can discriminate cancer

and control subjects at different levels of stage. The ¢ values of 0708 were regarded as moderately good discrimination and
values of 20 8 as excellent discimination ability,

Table 6 | Univariate and multivariate analyses of the risk of diffuse-type gastric cancer in subjects according to

OLGA and OLGIM staging systems
Gastric cancer patients Control subjects Crude OR
Diffuse-type gastric cancer n=214 n=21 (95% C1) Adjusted OR (95% CI1)
Apge (years), mean = sd. 529 +£ 96 Lag + %]
Sex (male), n (%) 108 (505) 08 (5053
H. pdon-pasitive, n (%) 158 (925) 3 (BR.8) 614 (3.43-11.01) 6.90 (3.62-131N*
Smoking, n (%)
Monsmaker 109 (50.5) 125 (58.4) 100 1.00
Ex-smiaker 25 (1.7} 48 (224) 060 (0.351.03) 087 (0400500
Current smoker BO (37.4) 41 (192} 234 1.42-353) 362 (180727
Family historyt, n (%) 34 05.9) 26 (121 137 (0.99-231 119 (0 &5-215)*
OLGA stage. n (%)
0 22 (103) 32 (50 100 1.00
| 47 (22.0) 65 (204) 105 (054-2.04) 079 (0371699
Il 79.(36.9) 63 (29.4) 1B2 (D97-345) 057 (D46-2.06)"
1] 38 (17.8) 2050} 173 (084-3 543 089 (038-2.08)*
I 28 (131 22 (03 185 (D.85-4.03) 070 (028175
P for trend 00214 06526
c value§ 0569 0.72Aa
OLGIM stage, n (%)
0 N(BD 125 (58.4) 100 1.00
| 50 (23.4) 44 (2063 2,00 1.22-330) 1.84 (105-322)f
Il 27 (126) 2 (98) 226 (115-4.2%) 259 (127-5263
11 38 (178 B (75) A48 (218-803) 508 (234-11.0531
v 28 (131} 87} 616 (2.674.25) 632 (23896.78)1
F for trend =0.00m =0.0m
¢ value§ 0£56 0768
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Background: Smoking and drinking alcohol are major risk factors for cancer development, and we
investigated their effects on gastric cancer prognosis following initial resection.

Methods: Data from male patients with stage Il1-1V gastric adenocarcinoma who underwent surgery
between 2001 and 2006 were retrospectively reviewed. Patients were followed up until 2011.
Kaplan-Meier plots and Cox proportional hazards regressions were applied for survival rates.
Results: Among 238 patients, 151 (63.4%) smoked and 146 (61.3%) drank alcohol. Current smokers
had an increased risk of cancer recurrence or death from any cause [adjusted HR (aHR), 1.94; 95%
confidence interval (Cl), 1.18-3.21], cancer recurrence (aHR, 1.89; 95% Cl, 1.12-3.21), and
overall mortality (aHR, 2.14; 95% Cl, 1.23- 3.73) compared with never-smokers. Patients with a
lifetime cigarette smoking of <40 and 40 pack-years had

increased cancer recurrence or death from any cause (aHR, 1.72 and 2.43, respectively; 95% Cl,
1.03-2.86 and 1.38-4.30, respectively), cancer recurrence (aHR, 1.63 and 2.61, respectively; 95%
Cl, 0.95-2.79 and 1.43-4.77, respectively), and overall mortality (aHR, 1.92 and 2.75,
respectively; 95% Cl, 1.09-3.38 and 1.47-5.12, respectively) compared with never—smokers.
However, drinking alcohol was not associated with postsurgery survival.

Conclusions: Cigarette-smoking history at the time of diagnosis, but not drinking history, is
associated with cancer recurrence and poor survival after surgery in male patients with stage
[11-1V gastric cancer.

Impact: These findings encourage physicians to advise patients with gastric cancer to stop
smoking to obtain a general health benefit and likely improvement in the gastric cancer course.
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glandular atrophy & intestinal metaplasia grading: 0, 1, 2, 3
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(2015) 2015. | 2015.
108 1280 A
83.3% | 83.3% o FHAAL k=2 (15H/18Y) o M X2 s 83.33%(15%/18H)
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22.2% | 25.0% 10d FHZAAL 2t2 (81/36H) | HXZe 24.99%(9H/36H)
20.0% | 40.0% 119 FEEZAAL 22 (7YH/35Y) o ¥ ALEE 39.98%(14WH/35Y)
30.0% | 60.0% 12 FHAA 2t2(3Y/10Y) ™A IZS 60%(6H/10H)
20154 ZHAKRL & Tubular adenoma, low grade 3% b4
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A. The Association Between Hel icobacter pylori Status and Incidence of Metachronous Gastric
Cancer After Endoscopic Resection of Early Gastric Cancer
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Table 1. baseline characteristics

Figure. Incidence of metachronous gastric cancer after endoscopic resection for EGC

(A) A Kaplan-Meier analysis showed a significant difference in cumulative incidence of
metachronous gastric cancer between three groups (p = .004, log-rank test). Cumulative incidence
of metachronous gastric cancer in Helicobacter pylori-persistent patients was significantly
higher than H. pylori-negative (p = .011, log-rank test) and

H. pylori-eradicated patients (p = .006, log-rank test). No significant difference in the
cumulative incidence of metachronous gastric cancer was found between H. pylori-negative and H.
pylori-eradicated groups (p = .150, by log-rank test).(B) Among the patients who were initially
H. pylori positive, the cumulative incidence of metachronous gastric cancer in the H. pylori
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Patient group in =374}

Hp negative Hp eradicated Hp persistent
fn=218) n = 4% fn=107] e}
Age, median year [range) 65 (36-87° 59 [(36-79)* 64 (35-83)° <001
Sex, n (M
Male 166 (76.1) 3% [79.8) 73 (682 209
Female 52 (23.8) 10 (20.4) 34 (31.8)
Follow-up duration after ER, 41 (31587 53 (4.0-B3)" 46 (3.1-6.1) 001
median year (IQR)
Comorbidity, n (¥
Hypertension 68 (31,3 9 (18.4) 17 1159 010
Diabetes mellitus 22 (10.) 5 (10.2) 10 (93) 1.000
Chronic liver disease 18 (8.3] 4 (B.2) 16 (1500 180
Familial history of gastric 42 (19.3) 14 (28.6) 22 (20.6) 341
cancer, n (%]
Endoscopic resection, n (%)
Number of lesion
Single 206 (94.5] 4% (100) 102 (95.3) A7e
2-3 lesions 12 [5.5) [N 5 (4.7
Location of lesion
Upper 1/3 15169) 3 (6.1) 547 725
Middle 13 3516.9) 71143 12 (11.2)
Lower 1/3 168 (77.1) 3% [7%.8) o0 (84.7)
Lauren classification of gastric cancer
Intestinal type 216 (5%.1) 47 (95.9) 103 (96.3) 154
Diffuse type 2109 2{4.) 437
Depth of invasion
Mucosa 202 [92.7) 48 (98.0 102 (9%.3) 37
Submucosa 16 (7.3} 1(2.00 547
Tumor size, cm (mean -+ SD) 142 4+ 08° 1.20 + 050 1.23 + 0.65° 014

ER, endoscopic resection; Hp, Helicobocter pylori; |QR, Interquartile range, SD, standard devia
ton

“pvalue <.001 between Hp-negative group and Hp-eradicated group.

D = N between Hp-eradicated group and Hp-persistent group.

“p < 05 between Hp-negative group and Hp-persistent group.

treatment group was significantly lower than the H. pylori observation group (p = .001, log-rank
test).

B. Long-term outcome comparison of endoscopic resection and surgery in early gastric cancer

meeting the absolute indication for endoscopic resection
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—— ER group

Surgery group

P = 200 by log-rank test
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C. Effect of He/icobacter py/ori Eradication on Glandular Atrophy and Intestinal Metaplasia

after Subtotal Gastrectomy for Gastric Cancer: A Randomized Controlled Trial

Pharmacol Ther: 2013 Sep;38(5):
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Background & Aims: Helicobacter pylori (H.pylori) eradication is recommended for early gastric

cancer patients after endoscopic resection. This study evaluated whether H.pylori eradication
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improves glandular atrophy and intestinal metaplasia (IM) in gastric cancer (GC)

patients undergoing subtotal gastrectomy.

Methods: This randomized, double-blind, placebo-controlled trial was performed in the tertiary care
setting. Distal GC patients with H. pylori infection were randomized to receive proton pump
inhibitor-based triple therapy or placebo. The initial histology was evaluated using the updated
Sydney system, and the histological evaluation was repeated at 12 and 36 months after surgery.
The primary endpoint was the comparison of glandular atrophy of the lesser curvature of the corpus
between the two groups at 36 months. A mixed effects ordinal logistic regression (MIXOR) model
was used to evaluate the differences of the histological changes between groups.

Results: From August 2003 to May 2006, 190 patients were randomized to the treatment and
placebo groups. The glandular atrophy and IM scores of the lesser curvature of the corpus at 36
months did not differ between the treatment group and placebo groups (£=0.0598 and 0.3894,
respectively). However, the scores in the H.pylori-eradicated patients were significantly lower than
those in the H.pylori—persistent patients (P=0.0046 and 0.0284, respectively). MIXOR analysis
considering the interaction term of H .pylori status and time also revealed a significant decrease in
the glandular atrophy and IM scores of the lesser curvature in H.pylori-negative patients (2=0.0038
and P=0.0414, respectively).

Conclusions: H. pylori eradication in GC patients is beneficial, as reflected by lower scores of
glandular atrophy and IM at 36 months after subtotal gastrectomy. (ClinicalTrials.gov number,

NCT01002443)

Figure 1. Flowchart of the subtotal gastrecotmy patients

‘ 190 H. pylori + ve patients enrolled, randomization |

\

‘ Treatment group (n=95) ‘ | Placebo group (n=95) ‘

‘ Drop-out (n=8) ‘ ‘ Drop-out (n=13)



Table 1. Baseline characteristics

Treatment group Placebo group P-value*
(n= 87 (n= 82
Age (mean + SD) 56.1+  10.1 558+ 9.5 0.819
Sex, male (%) 56  (63.4) 61 (744 0.158
Smoking (%) 41 (47.1) 31 (38.3) 0.247
Alcohol (%) 47  (54.0) 47  (58.0) 0.602
EGC (%) 61 (71.0) 61 (744 0.535
Operation (%)
Open STG ! 70  (80.5) 61 (744 0.345
LADG * 17 (19.5) 21 (25.6)
Operation method (%)
Billroth 1 59  (67.8) 63  (76.8) 0.191
Billroth 1T 28  (32.2) 19 (23.2)
Bile reflux** (%) 20 (23.0) 16  (19.5) 0.581
Residual food** (%) 38  (43.7) 37  (46.2) 0.847
Final stage after operation (%)
IA 42 (48.3) 51 (62.2) 0.306
IB 21 (24.1) 15 (18.3)
11 19  (21.8) 10 (12.2)
A 3 (34 4 (49
1B 2 (2.3) 1 (1.2
v 0 (0) 1 (1.2
Histology (WHO classification)
Tubular adenocarcinoma 63 (72.4) 68  (82.9) 0.535
Well-differentiated 14 (16.1) 17 (20.7)
Moderately differentiated 32 (36.8) 28 (34.1)
Poorly differentiated 17 (19.5) 23 (28.0)
Papillary  adenocarcinoma 5 (5.7 3 3.7
Signet-ring cell carcinoma 18 (20.7) 10 (12.2)
Mucinous  adenocarcinoma I (1.1) 1 (1.2)

EGC, ecarly gastric cancer.

* Pearson’s y’testforcategoricalvariablesandindependentt-testforcontinuousvariables;two-sidedp-values.
t Open STG, subtotal gastrectomy performed by laparotomy.

* LADG, laparoscopy-assisted distal gastrectomy.

**Evaluated by esophagogastroduodenoscopy 3 months after surgery.
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Table 1 A3} 29k

L Beape AREG AT S

3Fo] ® kS w baseline characteristicel]l zFo] {1AT}.

Table 2. Distribution of histological scores of glandular atrophy and intestinal metaplasia (IM)

Treatment Placebo  P-value# | H.  pylori H. P-value#
group group -ve pylori +ve
groupjIE group
Atrophy (Lesser
curvature) N=69 N=62 N=54 N=77
Baseline, Mean+SD 1.1941.02 1.31£0.97  0.4962 1.33£1.05 1.184+0.96 0.3906
Median 1 1 1.5 1
(ranges") (0,0,2,3) (0,1,2,3) (0,0,2,3) (0,0,2,3)
36 months 0.72+£1.08  0.98+1.03 0.55+0.95 1.05£1.10
0 1 0 1
e (0.0,1,3) _ (0,0.2,3)  0.0598 | (0.0,1,3) _ (0,023) 0.0046
Atrophy (Greater
curvature) N=59 N=59 N=49 N=69
Baseline, Mean+SD 0.19£0.43  0.25+0.54  0.5914 0.22+0.51 0.22+0.48 0.9775
Median 0 0 0 0
(ranges) (0,002 (0,0,02) 0.002)  (0,0,02)
36 months 0.22+0.67  0.37+£0.67 0.14+0.5 0.41+0.75
0 0 0 0
O (0003 _ (0,0,1,2) 00532 | (0,003) _ (00,13 0.0281
M (Lesser
curvature) N=77 N=70 N=60 N=87
Baseline, Mean+SD 1.64+0.94 1.66+0.95  0.8964 1.67+1.00 1.63£0.90 0.8524
Median 2 2 2 2
(ranges) 0.123)  (0,1.23) 0033)  (0.1.23)
36 months 0.79£1.08  0.97+1.14 0.66+0.99 1.05£1.16
0 0 0 1
e (0.0,1,3) _ (0,0.2,3)  _0.3894 | ¢ (00,1,3) _ 0023) . 0.0284
™M (Greater
curvature) N=78 N=68 N=60 N=86
Baseline, Mean+SD 0.23+0.60  0.18+0.46  0.8424 0.32+0.68 0.13+0.40 0.0557
Median 0 0 0 0
(ranges") (0,0,0,3) (0,0,0,2) (0,0,0,3) (0,0,0,2)
36 months 0.10£0.44  0.03+0.17 0.10+0.48 0.05+0.21
0 0 0 0
(0,0,0,3) (0,0,0,1) 0.3217 (0,0,0,3) (0,0,0,1) 0.8932

H. pylori —ve, H.pylori negative; H.pylori+ve, H.pyloripositive; SD,standarddeviation.

* Change from baseline, Wilcoxon signed rank test.

# Compare with treatment group and placebo group /

H.pyloripositivegroupandnegativegroup,respectively,Mann-Whitney Utest.

Table 2 A1} 2k
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Figure. 2. The comparison of the percentage changes referent to the initial histology score at each time point
between persistent H.pylor-negative(H. pylori negative at both 1 and 3 vyears) and H.pylor-positivepatients(H. oylori
positive at both 1 and 3 years). (A) Glandular atrophy of lesser curvature side of the remnant stomach. (B) Glandular

atrophy of greater curvature side of the remnant stomach.
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SUMMARY

Background

Operative link on gastritis assessment (OLGA) and Operative link on gas-
tric intestinal metaplasia assessment (OLGIM) staging systems have been
proposed for gastric cancer (GC) sk estimation,

Aim
To validate the OLGA and OLGIM staging systems in a region with high
risk of GC.

Methods

This retmspective study included 474 GC patients and age- and sex-
matched health screening control persons in a cancer centre hospital. We
classified gastritis patterns according to the OLGA and OLGIM systems
using the histological database that a pathologist prospectively evaluated
using the updated Sydmey system. GC risk according to the OLGA and
OLGIM stages was evaluated using logistic regression analysis,

Results

More GC patients had OLGA stages [I-1V (46.2%) than controls (26.6%,
P < 0.001), particularly among patients with intestinal-type GCs (62.2%)
compared with diffuse-type GCs (30.9%). OLGA stages 11T and IV were sig-
nificantly associated with increased risk of GC |odds ratios (ORs), 2.09;
P =0.008 and 2.04; P = 0.014 respectively| in multivariate analysis. The asso-
ciation was more significant for intestinal-type (ORs, 4.76; P=0.001 and
4.19; P = 0.002 respectively), but not diffuse-type GC. OLGIM stages from [
to IV were significantly associated with increased risk of both intestinal-type
(ORs, 364, 515, 7.89 and 13.20 respectively) and diffuse-type GC (ORs, 1.84,
2.59, 5.08 and 6.32 respectively) with a significantly increasing trend.

Conclusion

As high OLGA and OLGIM stages are independent risk factors for gastric
cancer, the staging systems may be useful for risk assessment in high -risk
regions, especially for intestinal-type gastric cancer,

Aliment Pharmacol Ther 2013; 38: 1292-1302
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Association of Smoking History with Cancer Recurrence and
Survival in Stage llI-IV Male Gastric Cancer Patients
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Abstract

Background: Smoking and drinking aleohol are mapr nsk factos for cancer development, and we
investigated their effects on gastric cancer prog rosts following inltal resection.

Methods: Data from nale patients with stage TI-IV gastric adenocarcinoma who underwent surgery
between 2001 and 2006 were rebrcapectivaly reviewsad. Pabhents were Fillowsed up unti] 2001 Kaplan-Meder
plots and Cox propordonal hazards regressions were appliad for surdval rates.

Resulte Among 238 patients, 151 (634 %) smoked and 146 (61.3%) drank alechaol. Corrent smokers had an
increased riskof cancer recurrence or death from any cavse fadjusted HR {aHE), 1,94, 95% com fdence interval
(T, 1182210, cancér recurrence (aHR, 1 89, 95% CL 1.12-3.21), and overall mortality (aHR, 214, 95% C, 133
173 compared with never-amokers. Patients with alifetime cigarete smaking of <4l and =40 pack-years had
inereasad cancer recurnende ar death from any cause {aHE, 1.72 and 243, respectively; 95% (I, L03-285 and
L3830, respectively), cancer recurrence (aHR, 1.63 and 261, respectvely: 955 CL OS2 7% and 143477,
mspactivelp), and overall mortality (aHR, 192 and 175, respactively; 95% OO, 100338 and 147-512
respectively ) compared with never-smokers. However, drinking alcohol was not associated with postsurgery
survival

Conclos ioms: Clgarette-smok ing hishory at the tmeof diagnosis, butnot drinking his bory, 15 assocated with
cancar recurrence and poor survival afler surgery in male patients with stage =TV gastric cancer.

L panck: These Andiig s eooirage physicans o advise patients with gastele canesr bo stop smaking bo obtan
4 genem] haalth benefit and Hkely improvensnt in the gas tie cancer coumse. Caneer Epdemuol Biomarkers Prez;

210, 180512 2013 AACRK.

Introduction

In Republic of Korea, the overall agestandardized
gastric cancer inddence rale in X9 was 430 pe
100,000 persons (6.5 and 255 in malss and females,
respectivelyl, and gastric cancer was the second most
commaon cancer in the tolal popuolation and the most
comman cancer in males (1), Gastric cancer survival rates
have been increasing steadily due to better detection
methods and more effective adjuvant therapies (1-3).
Recently, the dfects of modifiable risk factors such as
smoking and akcohol drinking on cancer patient survival
were studied as part ol an effort o improve survival.

fathors' Affflations  'Teoadimert of Proventve Madicne, Caoflngs o
Hudﬁ:i:lll;:ﬂqnmmrﬂ of Madicin e, Gadunts Schooi, Chomn Unemsity,
Gwmngi,” Canerfor Gasido Canoe, Nafaomml Cancer Cen'ter, Goyang jand
‘Dmu'ln'urﬂ ofimemal Moddna, Hoengohan Medoal Foundaofan, Has-
ram Ganara Hosoitl, Heomam, Recunio of Xoma

MLA. Han and Y- Km oomdiuted equaly o this wark.

Comesponding fathor § Ju Chol Canter for Gasido Carder, Netbonat
Cancar Canter, 321 lssn-ra, Esan dong-qu, Goyarng, £10-76, Repubiic of
Koma Phone 82-31-920-2282 ; Fant: 82-31-220-1 1488 E-maik
122 S@n oo ra b

dot 1011581055996 5 EP-13-00085

£ 3 Ameroan Assadiaiion for Cander Ressarciy

Smoking was assodated with poar prognoeis in patients
with lung (43 Hver (5), colon (6, 71, and prostate cancer (8],
and in non-Hodgkin lymphoma (WHL; rel. %), Heavy
drinkers had wuorse oulcomes for head, reck, liver (5),
and breast cancer (100, and WHL (%), in a dose-dependent
manner.

Althpugh smoking and alcohol drinking are well-
knowm preventable risk factors for developing gastric
cancer ( 11-13), the precise impact of smoking and alcohal
drinking histary on gastric cancer survival rates remained
oontroversial. In a Japanese study with 877 patients with
gastric cancer, the risk ratio for death was 2.53 [95%
oonfidence interval (T, 1.23-5.29] lor habitual smokers,
and an inverse dose—resporse relationship was found
batween ever smoking and gasiric cancer patient survival
{161, On the other hand, in a study with 14,578 Korean
men, Park and colleagnes identified that patients with
pastric cancer with a prediagnosis smoking history had
batler survival rates than nonsmokers in multivariate-
adjusted analyses (HE for mortality, 0.83; 95% I, 0.72—
(.95 ref. 5). Aloohal intake was also assodated with an
ewcess risk of dying, and a doseresponse relationship
with increasing levels of consumption was shown (P, o
= (L2}, Fatients in the highest tertile of alcohol intake had
a 40% increased risk of allcanse death (HE. 1.41; 95% CI,

WL BACTOUMaT ong

AR emericom dsrianion for CancerRessarch
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SUMMARY

Background
Helicobacter pylori eradication is recommended for eady gastric cancer
(GC) patients after resection,

Aim
To evaluate whether H. pylori eradication improves glandular atrophy and
intestinal metaplasia (IM) in GC patients undergoing subtotal gastrectomy.

Methods

This randomised, double-blind trial was performed in tertiary care setting,
Distal GC patients with H. pylori infection were randomised to receive pro-
ton pump inhibitor-based triple therapy or placebo, The histology was eval-
uated using the updated Sydmey system before and at 36 months after
surgery, The endpoints were the comparison of atrophy and IM score
changes between the allocated groups and acconding to final H, pyori status,

Results

Overall, 190 patients were randomised to the treatment and placebo groups,
For lesser curvature of the corpus, mean atrophy and IM scores did not
differ between the treatment and placebo groups. However, the H. pylori-
eradicated patients had significantly lower mean scores than the H. pylori-
perdistent  patients regarding atrophy (055 £ 095 wvs.  L05 + L10
respectively; P = 0.0046) and IM (066 + 0.99 vs, 105 + 116 respectively;
P = 0.0284). The percentage change from baseline was more marked in the
H. pylori-negative than in the H. pylori-positive groups (—586% vs,
—11.0% for atrophy and —605% vs, —35.6% for IM respectively). For
greater curvature, mean atrophy score was lower in the H. pylori-negative
group than in the H pylori-positive group (0.14 + 0.50 vs. 041 £+ 075
respectively; P = 0.0281), The percentage change was —36.4% vs. 86 3%.

Conclusion

Helicobacter pylori eradication in GC patients is beneficial, as reflected by
lower scores of atrophy and IM at 36 months after subtotal gastrectomy.
{Clinical Trials.gov number, NCT01002443),

Aliment Phormacol Ther 2013: 38: 477-489
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Purpose

Increasing evidence suggests that polymorphisms n Innate immunity genes are
assockated with Helfcobacter pylori-induced Iinflammation and may influence suscep-
tibility in developing nencardia gastric cancer. Therefore, we Investigate the effect af
podyrmorphisms of Innate iImmunity genes and Interactions with environmental factors
in the Korean population,

Materials and Methods

We genotyped four polymaorphigms af TLR2 (rs1898830), TLR4 (rs10983755 and
10769932, and CO14 (ra2569190) in a case-control study of 487 poncardia gas-
tric cancer patlents and 487 sex- and age-matched healthy controls. Polvtomous lo-
gistic regression models were used to detect the effects of genetic palymorphlsms
and environmental factors, which were stratifled by the histological type of gastric
Cancer,

Results

TLR4 rsf0S983T55 A carriers were found lo have higher risk of Intestinal-type
nancarkda gastric cancer than G homozygotes (odds ratlo [OR), 1.41; 95% confidence
imterval fC1], 1.0 1o 1.97), but other genetic variants showed no association with tha
risk of noncardla gastrle cancer. Among H. pylor-positive participants, smokers
cafrying TLR4 rs10083755 A had a higher rksk of intestinal-vpe gastiic cancer than
nonemoking TLR4 rs10883 755 G homoZygotes (OR, 4.28: 95% Cl, 2.12 to E.64).
Iry addition, compared with tap water, ather drinking water sources durlng chilldheod
weare found to be assoclated with the elevated risk of Intestinal-type gastric cancer,
and these associations wera slightly strorger among TLRY rs 10283755 A carriers,

Conclusion

The genetic polymoephisms of Innate Immunity genes are associated with the devel-
opmant af intestinal-type noncardia gastric cancer and these associations may differ
ir accordance 1o an exposure 1o cardain environmental factors.

Hey words
Noncardea gastric cancer, Innate Immunity,
Genatle polymoarphiems, Smoking, Drinking water

Introduction

ways that culminate in the nuclear factor-kB activation and
subsequent production of inflammatory and immune effec
tors [1]. TLR4 recognizes lipopolysaccharde (LPS), a major

Helicobucter pylori is the most important risk factor for
gastric cancer, and its assodation with the innate immune
response, especially toll-like receptors (TLRs), is important
in the inflammatory response of gastric mucosa [1,2]. TLRs,
particularly TLR2 and TLR4, play a role in the recognition of
H. puleri and activate multiple intracellular sgnaling path-

cell wall constituent of gram-negative bacteria, for which
CD14 s a receptor [1]. Variabons in TLR genes have been
proposed to alter the ligand binding and balance between
pro- and anti-inflammatory oytokines, thereby modulating
the risk of chronic inflammation and cancer [2]. Additionally,
environmental factors may also affect an individual's suscep-



Sarg Endosc (A14) 28:307-313
DN 1R 1TV 58-00] 3-3 18 K-9

ailey

]

K

Clinical significance of intraperitoneal air on computed
tomography scan after endoscopic submucosal dissection
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Abstract

Background Perforations are  major  complications  of
endescopic gastric mesection, including endoscopic sub-
mucosal dissection (ESD), and are generally detected on
chest mdiogmphy following ESD. We hypothesized that a
small amount of free air, defined as “imraperitoncal ai,”
winild mot be noted on chest mdiography. In this stedy we
gimed to determine how often intaparitoneal air is ssen on
4 computed tomography (CT) scan after ESD mnd to
eviluate the association between clinical factors and
infraperitoneal air,

Methods A total of 147 patients who underwent ESD for
gastric neoplasms wen: analyzed between Septzmber 2004
and September 2010, Patients underwent both chest madi-
ography and noncontrast T scans. Imraperitoneal air on
the CT scan was stratified by the amount of gas as follows:
grade I, tree air localized along the outside of the gastnc
wall: grde [, foee air in the lesser sac; and grade [0, free
air in front of the liver.

Results  Intraperitoneal air was detected in 56 patients
{38.1 %) by an sbdominal CT scan, whemeas free air was
roted im 2 patients (1.4 %) by chest mdiography. Maost
patients with intrapentoneal air (6.4 %, 5436) were grade
Iar Il and 36 % (2/56) were grade [1L Abhdominal pain
was more frequent in the intrapenitonzal air group (32,1 %,
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Cener fir Gastne Cancer, Mstyonal Cancer Cender, Kores, 323
Nszn-ro, Deanckmg-pu, Coyang 410-76, Cyeongpd, Republic of
Kimen

ezl ! cif 1224 Ghammei Lnet

5. 1 Kim - M. 1 Kim
Drepirtment of Radholoy, National Cancer Center, Ko,
Uiang, Gyeongg, Republe of Korea

10} Seplember XV 3

18/50) than in the no intraperitomeal air group (176 %,
161 P = (.042). Tumor location at the lssser curvotume
Wi miore ﬁ'cquml in the intrapentoneal air group (66.1 %,
37/%) than in the no imraperitoneal air group (385 %,
35M1; P < 0.000). Fever, wse of antibiotics, dumation of
hospital stay, C-reactive pmotein level, white blond cell
count, complete msection, and local recurrence did not
differ hetween the two groups. All patients who had
intraperitoneal air recovered ocompletely with medical
treatmient.

Conclusion  Intrapentoneal air after gasiric ESD occumed
unexpectedly frequently. However, a small amount of
intraperitoneal air on 4 CT scan does not cause clinically
significant complications.

Keywords  Endoscopic submucosal dissection -
Perforation - Intmperitoneal air - Computed
tomography

Abbreviations

CRP  Coresctive protein

T Computed tomography

EGC  Eary pastric cancer
EGD  Esophagogastmduodenoscopy
ESD  Endoscopic submucosal dissection

Endoscopic submucosal dissection (ESD) has advantapes
over comventional endoscopic mucosal resection (EMR),
particularly with mspect to en bloc mesection, curative
msection, and local mourrence |[1-4]. Howewver, E5D is
mome time-consuming than conventional EME and is also
associated with a higher incidence of complications,
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The Association Between Helicobacter pylori Status and
Incidence of Metachronous Gastric Cancer After Endoscopic
Resection of Early Gastric Cancer
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Ahstract

Backgmund: The long-tenn effedt of Heliobacer pplors erdidation in pre-
wenting metsthronous gatic cancer (GC) development alir endomeopic
maedlion (ER) of early gaime cancer (BGC) renaitg contmwesial. The asim
af this sudy wa W investigae the effec of B gplon sisbos on ihe incidence
of meetachionom GC alter BR during long-termm [ollow -up:

Patienis and methods We mimspectively reviewsd the medical moords of
374 patients whe underwent ER lor BGC. Nelimbader pyibri datis wa asessed
oy histoligy, rapid urease s and serology. According 1o the 8. pplon gatus
after TR, included patients were chsibed fmo o plori-negatlve  groap
{n = 218}, M. pplon-emdicated group (n =48 and B gy bri-persitent group
{i = 107), Metachronos GO ncdence aml ik factors acconting 1o 1. plon
stany were aral yred,

Results: Median follw-up duration aller BER was 4.3 years jranges 1.0-
11.3 was) Durdng the lolhw-up peded. meetachronoms GO had developed
in 13 patients {6.0% [13/218])) in the N pplod-negative group, 2 patients
[4.1% [204%9]) in the ¥ pplod-emdicaed groop, amd 16 patients (15.0%
[L& 10T 10 the B pelrdpesisent group, Cuimdative incidence of meia-
chronons GO wa dignificantly higher in patients with B pplori-pe sistent
wroigp than in thise with 0 prbo-negative {p= 011, leg-mnk ea) and
I mioriemdicated group (p= 0046, log-rank tes). In & mullivarise Cox
prpiartional  hazand  model, age A5 pesrs  (hazard raio [HR] 239,
= 038}, Bmily hisory of GC (HR 1640, p= 014}, and M. mifen-periibent
(HRE 242, p= 019 wen mawiatsl with
develapimenl,

Conglugion: Persiien) FL pplrd inkection alier BR may iedreas dsk ol
ielachronois GO developiment,

Repirnd rapeess tov U)W Ohel Cener for Gasmic
Carver, Patoral Cancer Certer, 38 bznvrg
Msnocngpe. Goyang. Cysongeion 45073
Eonm. Emal Ofi RREeanraines

slaln melachrms GO

Endemgopic maection (ERp, ncluding endosooplc muooo-
aal maction (EME) and endosonpic subimucmal dissec-
ton (BSD) has been widely accepled as one of the
clirative teatinenl mosdafities lor early gasric cancer
(EGD) withoul comeomilant lymjah oode metastads [1-
4], A dmajor problen aker ER i3 thal metschronous
gadri cancer may develap i the residual gasgcic
imiicima with a me of 5:1-14% [5-9].

An emrerging question iy whether Haiobacer pybr
eadication could prevent the developmen) of metachre-
nius gastric canger after the treatment of pamary gagric

cancer, Curently, emdication of W pplon aber ER aof
BG4 recominended in guidelings to prevent or nedioce
the deve kpunent of metac hronmas gas de cancer [10,11].
Ugnnrura et al [12] firaly repored obdervational stody
that ¥ ppion eradication afier ER mduced the occar-
rence Oof pew goiric ancer. However, w dale, only one
prapedclive miboiieed ial showed e prevenlive
el of B pprbrf eradication on the developiment ol
e Laclirgingnas gasitie cancer dudng a short-teom follow-
up perdsd of 3 years [13]. Therelore it renaim o e
investigated whether thi preventive elfect of N piden

B0 ok Wikt S0 U, Haldcbonr B8 -0
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OLGA and OLGIM Stage Distribution According to Age and
Helicobacter pylori Status in the Korean Population
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Abstract

Background: The Operative Link br Gasiritis Asssment (OLGA) and the
Cperalive Link ob Gasric Tniedina Melaplat Assanent (OLGIM) daging
syslems hawe been suggestad woprosvide sk agessment lor gasidc cancer,
This sty ainved o evaluae the disribotdon of OLGA amd OLGIM staging
by ame amd Febeobacter mdors status

Materials amd Methods: Westudied 632 suljects who underwent sophagos-
gagradustencacopy for gasiric cander sereening, Melobader pplars stals ard
histolimic changes wene asesed using the updaved Sydiney sysem, Slage I
and TV OLGA or OLGIM stages were congidered a ligheride stages.

Resulis: The e of B pdord fection was 3%.0% (373 632). Overmll, the
propaartion of high OLGA amd OLGIM stages was sgnilficantly increased with
ikber age (p 001 Bor batl), Ol age (OR =517, 6,97, aml 1223 for ages
i e 4005 5008 and 600s, respectively) smoking (DR = 2.34), and L pylori
infection (DR = B46) wete ndependent dsk lactos for high-fisk OLGA
daged These sk botors were the same for high-vidk OLGIM stages In the
L pulort-positive subatmougy, U propoion of ligh-dak OLGA stages was Linw
{6.9% ) before the age of 40, . bceased o 230%, 2901 %. aml 41.1% lor
those in thelr 405 505, and 60s nspectheely (o< 001}, High-ddk DRGIM
ages showed a similar rend of 2,8% belom the age of 40 and up w 30.1%
ko those in their 605 High-rick OLGA and OLGIM gages wers uncommion
i the H. pion-negative grougp, with o egpective prevalence of 10.3% and
3A4% even dming thise in their 60

Conclusions: Becaus high-ik OLGA and QLGIM #ages are unchminon
under the age of 40, 7. pplon treatment before that age may mdoce the nesed
for endisioopic surveillance for gastic cneer

Aot raguat s Al Oed Mgl Camor
Cerer, Dertor for Gaseic Carcer, 338 oW
Tsaraiong-gt, Goyang. Sy eongpl 410:760, Koma
Eralt cf i T4@meeml re

Melicobacter pylon (HL midari) was dasified in 1994 & a
type 1 carcinogen of gastdc cancer by the Internatiomal
Agency Tor Research on Cancer (TARC) [1]. Chnomic
atrophic gastdty and intestina] metaplida are kiiown
Lo e precancerows hisologic alterations thal oocur in
the gastric muctsa, and patents with such premalig-
nanl gastic comditions are at considerable dzk o gaari
cancer [2], Tt # generally ackinowledged that choonic
I pullar infection s a major cause of the premaignant
hisalogic changes [34] As a histologle evaloation for
gasric iruisa, the updated Sydivey sysem provides po
estimation ko gastric cncer sk, Therslone, the Cpera-
tive Link for Gastdls  Assesiment  (OLGAj-1aging

e o Wiy & Sons L Hafootaoar 19 -8

syaem has been meoommimended 1o simplily ssesimen
ol gasteic armphy [5] This gaging syaem mefecs the
severily and exctent of atbiphic gastitia by combining
antral and soynticioompus muoceal atrophy sores using
the wpsdated Sydney sysem, and the staging sysem can
then rank the higtodogic phenoyps of gaiuits with a
progresively incresdng gastdc cancer ek [6.7). A
high-risk stage, defined s dages T of TV of the OLGA
classilfication, s aromly comelated with an incressed
rek of Invaive or nomimvagdive neoplagic kedons in
crgmmsectional and oobort suGes [6,8.9). Tn addition,
the Opemtive Tink on Gastric Tnisstinal  Meaplaga
Asmemzmen) | OLGIM ) staging system s an alleroative bs

#1

_64_



ORIGINAL ARTICLE

Long-term outcome comparison of endoscopic resection and
surgery in early gastric cancer meeting the absolute indication for
endoscopic resection

0 Ju Choi, ME, PhI), ' fun Ho Lee, MD, PRD, Young-1l Kim, MD," Chan Gyoo Ko, MD, PR,

s Mm:m,mn‘pnqvuum,m'mwﬂumm,m,’ngug.uunmpm*
Myeom-Cherl Kook, MD, PhD), Young-Woo Kim, MD, PhD

(ryangy, Soaath Korea

Background: Endosompic resection (ER) of early gastric cancer (EC) mecting the atsalute indication has exeel-
lenit kg berm ouncTEmes.

Obge ctive:r Toy compare long-temm auroomes of ER wirh those of suigery in patients with BGC who mer the abe
=fute incicarion for ERL

Designr Retnrspet ve oot siudy.
Setting: A spechlized center for the trearment of cancer,

Paticots and Interventions: We retmspoaively reviewed data from patients who underwent gastectomy of ER
for BGC befwoen 2002 and X007, Gastric cancers wene diferentaied type adenoearcinema without ukemton
confined o the muonsal laver and 2 om o soaller in size.

Main Outcome Measurements: The primary outoome was overdl suvival (05). Metachmnous cancer rafes
and adverse event rates wene oompaned. RaphnMeier plots and Cox propotional hazard negression amalyses
were applied for enmpanzons. Differences in haseline chamoenstc were adjuseed by propensiy sooee

Resalts: Among 375 patients, 261 underwent ER and 114 unde rvent surgery. The median follow-up dumtion was
Th.4 montha: The 5-year OF5 ranes did nor significantdy differ hemwoen the ER and suimery groups 85.7% w 93.6%,
respectively; F o= 725 by log-rank rest). There weme no gastric cancer—related deaths ineither gmup. Metachro-
nents gastie cancer developed mone frequentdy in the ER group (6.1%, 16261) than in the surgery group (0.9%,
1114 4 = {124, However, most ratents (93.5%, 1516) in the ER groip wene coratively rreated with repeat ER.
Adverse event rates were higher in the surgeny group than those in the BER groop (7.9% w 27% = (28],

Liniitations: Ketrospecive, singlecenter study.

Comclusioms: The OS5 rawe afier ER for mucosal gasme cancer 1har met the absohine ndicanion was comparable 1o
thatachieved with surgery. Although metachronows cancers were more common afier BB, they wene wsually trear-
ahle and did nor affect surival. (Gastrobniest Endosc 2014, 8:19.)

Atbwevdkations: IFY dieasefee mmdval; JEY dissasagpacic romial;
EE, sy i o BR, evndnicogd ¢ mesnaioer; SN, evndomoopie
nibymicosal desection: OF, oveall aorveal By, reamene e s
el A0 sl devkadion

1MELCSURE: Al meshoes disclsed no fnancial relagonsiyp s el
in thit pachlicaton: Thic work sas apporied by grant 147 0280 from
thie Nl Canaer Cender, Sowuth Korea
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Seoul, Sonth Eores
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Long-term survival after endoscopic resection versus
surgery in early gastric cancers

Author

submitted 271. Al 2004
meepled alfter revlsion
27, Dotevber 207 4

Bl i oegr g by

D01ttt febe. dndcarg]

T TS 55 (HE34- 1391284
Pubdished onfine: 27.7.20715
Endoscomy X115: 47: 293-307
L Gy Thisme Verdag KG
Sturttaart - o Yook

55N (4T 3-T26K

Corresponding awth or
I o Chod, MD PAD
Cented for Gastric Cances,
Katinal Cancer Canay
223 s an-ro lsandong-gu
Cyang

Cpeongg

dTn-7Tes

Forea

Fax: +H2-37-9201127

&1 Zamhanmail net

Yot gl Kim® , Young-Woe Kim” I ju Ol clunﬁpn Kim, jong Yeul Lee, Soo-Jeong Cho, Bang Wool Eom,
My nig-Cheod Kook

THong Man Yoo n, Kewn Wion Ry,

Canter for Castric Cancer, Natinnal Cancer Centes, Goyandg, Koea

Background and study aim: Endoscopic resection
for early gastric cancers that meet the expanded
indication is considered o be an investigational
treatment. The study aim was o evaluate long-
term outoomes of endoscopic resection compared
wilh surgery for early gastric cincers meseting the
expanded indiction.

Methods We retrospectively reviewed data from
patients who underwent endoscopic resection or
surgery for gastric cancers meeting theexpanded
indication between 2000 and 2008, Overall survi-
val rate was the primary oulooms; gasiic cancer
recurre noe rates and complication rates were sec-
ondary outcomes,

Results: Among 457 patients induded, 165 un-
derwent endoscopic resection and 292 surgery,
with median follow-up duration of 58.6 months,
The 5-year averall survival rates were 97.5% and
970% for endoscopic resection and surgery,
respectively: Kaplan-Melér analysis showed no
significant difference (P=0425). The 5-year gas-

wic cancer recurrence rate was higher for endo-
scopic resection than for surgery (48% vs, 03%:
P<0,007 ) mainly because of metachronous can-
cers which developed only in the endoscopic re-
section group (9165, 55%). Mast of the meta-
chronous cancers | 88.9%) were curatively treated
with endoscopic resection. Early complicaton
rates were similar between the groups (P=
@.557}, but the endostopic resection group had
maore grade 1l or higher complications according
o the Clhvien-Dindo dassificaion compared
with the surgery group (48% va. 14% P=0026}
Late complications occurred only following sur-
gery (48%, P=0004), and most (929%) were
grade U or higher

Concluslons: Endostopic resection may be an op-
tmal allernative to surgery for gastric cancers
that meet the expanded indication criteria, be-
cause of 2 comparable long-term overall survival
rate.

Introduction

v

In Korea, among patients with gastric ancer-a
high proporton are dagnosed at an early slage
owlng to cancer sceening programs [1, 2], For
early gastric cancer (BGC), gastrectomy with
Iymph node dissection has long been the stand-
ard treatment |3]. The reported long-térm out-
comes following surgery are excellent, with 5-
year overall survival of more than 92% [4,5].
Endoscopic resedion, induding endoscopic mu-
cosal resecton (EMR} and endescopic submuco-
sal dissection (ESD), is now widely performed w
treat EGC without lymph node metzsasis [6,7)
Itis a standard treatment for EGCs that mweset the
abmolute indication for endoscopic resection
(namely, intramucosal differentiated-type cancer

® These two a0 haors contr imsted equally o this wark.
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£2cm In size without uleerative findings) [31
The expanded indication for endoscopic resection
was proposed based on the 2ero risk for lymph
o e Las L2sis Tound from the pathology resulls
from EGC patients who underwent surgery [B]
Owing o the rapid mprovement in technigues
and devices for ESD, complete resections are
possible in such EGC lkesions, Recent studies
have reported Tavorable long-term outcomes for
EGCs that meet the expanded indication [9],
with S-year overall survival rates of 93.4% o
972% [10-12], comparable to those of EGCs
meetmg the absolute indication [12-14).

Tir date, the validity of the expanded indication
for endoscopic résection remains controversizl:
several recent reports suggest that lymph node
meetastasis may occur even with EGCs that mwet
the expanded Indiadon [15-17] Therefare,
endoscopic resection is stll considered an inves-
tgational treatment for EGC lesions that meet
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may need screening at younger age
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Abstract

ATAL: To evaluate whether individuals with gastric
cancer (GC) are diagnased eardisr if they have first-
deqree relatives with GC

METHODS: & fotal of 4282 patients diagnosed with GC
at National Cancer Center Hospital from 2002 to 2012
were enrolled in this refrospective study, We classified
the patients accerding to presence or absence of
first-degree family history of GC and compared age
at diagnosis and clinicopathologic characteristics. In
addition, we further dassified patients according to
specific family member with GC (father, mother, sibling,
or offspring) and compared age at GC diagnosis
among these patient groups. Bassline characteristics
were obtained from a prospectively collected database.
Information about the family member's age at GC
diagnosis was obtained by questicnnaire.

RESULTS: A total of 924 patients (21.6%) had a first-
degres family history of GC. The mean age at GC
diagnosis in patients having patemal history of GC was
54.4 £ 10.4 vears and was significantly younger than
in those without a first-degres family history (58.1 +
12.0 years, & < 0.001), However, this finding was not
observed in patients who had an affected mother (57.2
+ 10,0 years) or sibling (62.2 £ 9.8 years). Among
patients with family member having early-onset GC
(< 50 years old), mean age at diagnosis was 7.7 +
10.3 years for those with an affected father, 48.6 £
10.4 yvears for those with an affected mother;, and 57.4
+ 11.5 years for those with an affected sibling. Thus,
patients with a parent diagnosed before 50 years
of age developed GC 10.4 or 9.5 years earlier than
individuals without a family history of GC (both # <
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Alstract

Background  Early peswic cancers (EGCs) withan the
mucesal laver of the pastric wall have g small risk of lvoph
node (LN} metasiasis,

Metheuds  We reviewed clinicopathology data for patients
who underwent surgery for EGC between 2001 and 2013 &
the National Cancer Center, Korea, Poisson regression
mnalyses were performed o compare the risk of LN
melnstesis asccording o the depth of tumor invasion in
patients with mucosal EGCs.

Readty  Among the 1776 EGC patients included, 580
(327 %) had wmors confined (o the laming propria (LP:
LP group) and 1196 (67.3 %) hed tumors inveding the
muscularis mucosse (MM: MM group).  Seventy-one
patients (4.0 %) had LN metastasis, and the MM group had
a significantly higher rate of LN metastasis (539 patienls,
4.9 %) thin the LP group (12 patients; 2.1 % P = 0.004).
A multivanate analysis showed that tumors inveding the
MM (adjusted risk oo 1.95; P = 0045) were signifi-
cantly sssociated with LN mefastasis i addition 1o well-
known risk factors, incloding imor size greater than 3 cm,
presence of ulceration, undifferentiated histologic type, and
Ivmphovascular invasion. The incidence of LN metastass
was 187 % (95 % confidence interval 0.23-6.59 %) within
turmors invading the MM that met the expandad criterion

¥.-L Kim and 1. H. Lee eontributed equally to this wark.

11 Ju Chei
cijl Z24@nccre kr

' Center for Gastric Camcer, Wational Cancer Center, 323 Ilsan-
ro Heumndong-pu, Goyang, Gyoongg 410-769, Korea

= Present Address: Depanment of Surgery, Sunghkyunkowan
University School of Medicine, Samsung Modical Center,
Sooul, Konea

fior endoscopic resection of differentisted histologic type of
size 3 cm or smaller with uleeration, LN metasiasis was not
found in tumors meeting the ahsolute criteria for endo-
SO0PIC resechion.

Conclusions BEGCs invading the MM had o higher rate of
Ivmph node metzstasis than those confined o the LP.
Further study 18 needed 1o evaluste whether different
curative treatment criteria are negded for LP-confined and
MM-invading EGCs,

keywords Early gostric cancer - Muscolans mocosae
Larmina propria - Lymph node melastasis - Risk

Introduction

Endoscopic resection is an important westment mwsdality
for early cancers of the upper gaswroinistnal tract when
there 15 no risk of Ivimph node metasiass [1] However, the
endoscopic resechion indication criteria sre different for
esophagenl snd postric cancers depending on the depth of
tumor invasion, especially for tumors confined 1o the
mueosal layer. In esophageal squamous cell earcinome,
endoscopic resection is indicated only for tumors confined
b the laming propria (LP) [1L 2], because umors invading
the muscularis mucosee (MM} have significant risk of
Iymiph node metastasis, with an incidence of 11,5125 %
[3, 4]. Howewver, in mucosal gasine cancer, the endosoopic
tesection indication crileria do not lake into consideration
whether tumors are confined 1o the LF or invede the MM
[1].

Lymphovascular invasion is & primary risk factor asso-
cigted with lvmph node metastesis in early gastric cancer
(EGC) [3, 6] In the gasine mucosa, lvmphatic capil laries
are found only i the deeper third of the LP. which is
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Therapeutic Decision-Making Using Endoscopic Ultrasonography in
Endoscopic Treatment of Early Gastric Cancer

Jong Yeul Lee, I Ju Chol, Ghan Gyoo Kim, Soo-Jeong Cho, Myeong-Gherl Kook, Keun Won Ryu, and Young-Woo Kim
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Background/Aimis: We evaluated the effectiveness of an
endoscopic ultrasonography (ELiS)-based treatment plan
compared to an endoscopy-based trestment plan in select-
ing candidates with early gastric cancer (EGC) for endoscopic
submucosal dissection based on the prediction of invasion
depth. Methods: We reviewed 393 EGCs with diferentiated
histology from 380 patients who underwent ELIS from July
2007 to April 2010. The effectiveness of the ELIS-based and
endoscopy-based plans was evaluated using a simplified
lypothetical treatment aigorithm. Results: The numbers of
endoscopically determined mucosal, indeterminate, and
submucosal cancers were 253 (64 4%), 56 (14 2%, and
B4 (21 4%, respectively. Overall, the appropriate treatment
selection rates were 75.3% (296/393) in the endoscopy-
based plan and 71.5% (281/393) in the EUS-based pian
{p=0.184). For endoscopic mucosal cancers, the appropriate
treetment selection rates in the endoscopy-based plan were
B8.1% (223/253), while the use of an ELS-based plan sig-
nificantly decreased this rate to 81.4% (206/253) (p=0.036).
For endoscopic submucosal cancers, the appropriate selec-
tion rates did not differ between the endoscopy-based plan
(46 4%, 38/84) and the EUS-based plan (53.6%, 45/84)
(p=0.070). Conclusions: EUS did not increase the likelihood
of selecting the approprate trestment in differentiatedtype
EGC. Therefore, EUIS may not be necessary before treating
differentiated-type EGC, especially in endoscopically pre-
sumed mucosal cancers. (Gt Liver, Published online June
19, 2015)

Key Words: Early gastric cancer; Conventional endoscopy;
Endosonograpiy; Endoscopic submucossl dissection

INTRODUCTION

Endoscopic submucozal dissection [ESDY) haz been widely am-
ployed 2= a reatment option for differentiated earky gastic can-
cer {EGC) with minimal risk of hymph node metastases because
it is le= imvasmre and offers a better quality of life than surgical
resection ™ Therefore, the proper selection of candidates for BSD
iz important in order to avoid both unnecesary surgery and the
need for regeatment after ESD. Accurate preoperative prediction
of imvasion depth in EGC i= essential for the selection of patients
for ESD.

Comventional endoscopy has been a useful diagnostic modal-
ity for evaluating imvazion depth of EGC. Previous studies have
demonstrated that comventional endoscopy has an accuracy of
7200 to 840n for evaluating depth of immasion [mucosa versus
submucoza) in EGC™ Endoscopic ultrasonography [EUS) has
been uzed for the locoregional staging of gastric cancer and iz
regarded as the best available method for the aszezment of in-
vasion depte™ However, the role of EUS in distinguishing mu-
codal from submucozal cancer in EGC has not been establizhed
Fecent studies with large number of patients have reported
accuracies of 67% to B20¢ for staging imvasion depth (mucoza
verous submucoza) of EGC wsing EUS. ™" Eeport comparing
the accuracy of EUS with that of comventional endoscopy have
produced inconsistent resutt= """ Yanai et af * for example,
reported that FIIS was usefid in combination with cooventional
endescopy for evaluating depth of imvazsion of EGC. Other stud-
iea, however, found that EUS failed to improve the accuracy
of EGC imvasion depth asseczment, compared to the accuracy
achieved with comventional endoscopy alone; thiz suggests that
EUS may not be routinely necessany ™ Themefors, the role of
EUS for the acourate preoperative prediction of imvanion depth
in EGC remains combroversial Furthermore, few studies have
examined the impact oo EUS-based clinical decizion-making fo
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