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- Yoz A3 ALY E

- AF-E (all-cause mortality)
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- H. pylori 7 ¥4 AE 529 aiA AlY

- A& (active treatment group): 44 2% (bismuth ¥ 44))
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- H. pylori (+)31 ¥F9 111 A5 Je] 4 9 HAELS 165 /10
wH/yr

- one-sided type I error: 5%, - 90% power

- Accrual period: 3 year & follow—up period: 10 years after the last
person accrued

- 10% of follow-up loss
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1) Clinicaltrial.gov S A ¢+ (2014.04.11.): 975 AWM S NCT02112214
2) 9AATFAHRBAH 2=(CRIS) 5 A ¢+E (2014.10.23.): A+SEHME
KCT0001262
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2) eVelos system
3) AFFAF A (2014.06.12.)
]

t AT flow 2 eVelos system & 28

4) HE oAl vy
P A A RS Foly] $3 3xke] Z 3 consensus meeting ¥+
43} slide rounding %13}

5) AdAToF Az

. H. pylori AitA " 44 2.9 (Lansoprazole, bismuth, tetracycline,
metronidazole) 71k 3 9]¢F Az

6) Bio—-specimen collection

A AE Fded Ao $34(2014.10.01)

CAAR R 1x7F, o 15 mL) 28 A1F (2014.10.13)




7) DSMB meeting 7] (2014.04.21.722.)

Project Summary
: 34 Dr. E. Robert GreenbergE X33t 7919] DSMB member %

A5l I HLAME A meetings MH ] ZREZ FES J) Effect of Helicobacter pylori eradication on gastric cancer]
R P k= Title of Project o ) o )
prevention in Korea: A randomized controlled clinical trial
4, AT At Key Words Helicobacter pylori, Eradication, Gastric cancer, Incidence
1) t7A contact, screening 2 SAGA 71 A& F)
@ 44 contact: 5633 1 Project Leader 11 Ju Choi
@ Screening: Total 418 9 .
® % Al: : Total 395 @ (3 A FA1Y: 2014.06.16.) Associated Company
2) TS A: Total 1979 (oFA] 42 1847) 4 Study plan and method
3) A TR &

1. Objectives
\ oJ 3E A

i 1 7-“ ] 1) Primary objective
@ Ast4d Fa
To determine if H. pylori eradication reduces gastric cancer incidence in Korean

5 TAGATATARC)9S] A &5 population among 40-60 years old subjects
ok

1) SAGAT ek ATk A2 (2014.03.04.)
(=

AT site HESE (A LAFA Herrero ¥HAF 2 8k of ukal) . L
_ _ m 2) Secondary objectives
: j—f%ol/‘* H, Tddstusd, A5 ggugy, gy, Ay ) ] )
feuy g e detn AR Y QS PR 7} sited] AT © Incidence of gastric dysplasia
dg 2 34 flow 52 monitoring g : Occurrence of adverse events caused by antibiotic treatment

3) t}& DSMB meeting =2]
D 20149 12€ 29 teleconference 9%
@ 20151 49 FALAF LA i meetings oA

: Incidence and mortality from other medical conditions such as obesity, diabetes, circulatory

diseases, esophageal diseases as well as other cancers and cognitive impairment

© Mortality from gastric cancer

<aF> . All-cause mortality

: Modification of atrophy score

2. &% 7} 3979 enrollment 2 107F] follow upe]l &3 A

el 2. Eligibility
= Healthy subjects aged 40-60 who are invited to participate in the National Cancer]

Screening Program and receive esophagogastroduodenoscopy (EGD)

= g7t
3. Plan
) Zuy gz AdAE St 1) Study design: Prospective, randomized, placebo-controlled double blind study
U E ol .. . .
Helicobacter pylori Eradication Gastric cancer 2) H. pylori infection analysis
Incidence Prevention : EGD and biopsy (1 at antrum LC, 1 at antrum GC, 2 at upper body LC and GC for

histology, and 1 for rapid urease test at upper body GC)

2 Jpage oJU = A ¢eF



3) Questionnaire after informed consent
4) Randomization and follow-up
(D Treatment group: 10-day bismuth quadruple H. pylori eradication regimen
@ Placebo group: 10-day placebo
@ H. pylori negative group: only follow-up
@ Follow-up: EGD and questionnaire every 2 years (2, 4, 6, 8, 10th year)
5) Statistical consideration
(@D Sample size calculation: 3,300 subjects with F. pylori infection at treatment group and
placebo group, 4,400 subjects without H. pylori infection at negative group
@ Outcome measurement
- Accumulative gastric cancer incidence: Kaplan-Meier method and log-rank test

- Factors associated with gastric cancer incidence: Cox hazard regression analysis

@ Results
1. IRB and Ministry of food and drug safety approval
1) IRB approval: 7 study sites and International Agency for Research on Cancer (IARC)
2) Under revision for IRB approval: 1 study sites
3) Completion of approval at the Ministry of food and drug safety (2014.04.10.)

2. Online registration of study
1) Clinicaltrial.gov (2014.04.11.): Study No. NCT02112214
2) Clinical Research Information Service (CRIS) (2014.10.23.): Study No. KCT0001262

3. Preparation of study

1) Investigators meetings
© 7 Meetings for study preparation, start, and progression
2) Establishment of eVelos system
3) Meeting for clinical research coordinator (CRC) (2014.06.12.)
: Education and monitoring of study flow and usage of eVelos system
4) Pathologist consensus meetings
: Discussion for H. pylori infection status, atrophy and intestinal metaplasia on histology
. 2 Consensus meetings and 4 slide roundings
5) Preparation of study drugs

. 10 day bismuth quadruple treatment regimen and placebo

6) Bio-specimen collection
© Approval of collection of biospecimen at tissue banking of NCC (2014.10.01.)
7) DSMB meeting (2014.04.21.722.)
. Including chairman Dr. E. Robert Greenberg, 7 DSMB members and study investigators

reviewed protocol and made specific recommendations

4. Study status
1) Contact, screening and enrollment for participants at 5 study sites
@ Contact: 5,633
@ Screening: Total 418
@ Enrollment: Total 395 (Initiation of enrollment: 2014.06.16.)
2) Randomization: Total 197 (Medication received 184)
3) Advertisement of study
@ Poster at each site

@ Metro advertisement

5. Co-work with IARC
1) Memorandum of Understanding for study (2014.03.04.)
2) Site visit (Dr. Rollando Herrero and Jin Young Park)

: Monitoring for study flows and status of 6 study sites

3) Discussion for preparing next DSMB meetings

@ Conclusion
1. In the first year of study, several requirements for subjects enrollment including IRB
approval, eVelos system, pathologist consensus meeting, and clinical research coordinator]

meeting were prepared at 6 study sites.

2. This study need further enrollment of subjects and collectively need another years of study

for final results.
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- H. pylori 37

© 22 HAHH&E stain, special stain for H. pylori [¢]: Wright Giemsa stain, silver stain,
cresyl-violet stain 1)

P A% QA A AHRUT, rapid urease test)

LA AR 08 24 A BelE 29 o] AARG AR ReIA 6879 2L

2
7 G BA AR} BE AL 2T A F 1A o]Abe] HALA g ow

@ AT FApe] FA9] v B A
- A Al A SRS Aol Qi H. pylori ¥ A TS mEAE
- X 8 (treatment group): M| =% 44| QW
: PPI (proton pump inhibitor, lansoprazol 30 mg) bid+ bismuth 300mg qid+ tetracyclin
500mg qid + metronidazol 500 mg tid
- ¢ ¢kt (placebe group): $1¢F E-&

- ok 7Rk 109



® F4 #F iii) Follow-up period: 10 years after the last person accrued

-5 F 39 A E FR d8Y 15Y oldld H3 Wy £3Ee FERE Hrt iv) 10% of follow—up loss
- 5 FTE F 4-8F0 L3008 Aol Al ATE AL g 24257 1A Al v) H H. pylori AdAEF 7] F48#% A4E(Fukase et al, 2008, Ma et al,
- o] 2wk WAL FA AL 2012; Kato et al, 2012)& AR st H. pylori AF 91te] A9l Hazard raitos
- 3 294 WAA AAel A E A4 248 E A% AN antrum, body) Al ¥ 05322 74
- mA et Fg A 92 A A atrophy score £3H)E 98 = AL 6-8%72F Al — 6,600 He H. pylori ¥4 WAA7L BostW, H pylori &4 tAAH40%)E 25
- HAF BT fidel dE A e B AT} AR-elA =H AL a3t AA 11,0008 F=S AV FQ.
- F4 AA =% AY EE dysplasiaZt 2AE 49
H. pylori 731 A8 ¥ 7] FHZA © HFH7t g5
F B Y 2ARH o 1 Y TAE
6 =A3A HA - oAk Bk &
- Updated Sydney systemol] <]3t 7} - Gastric dysplasia ¥ &
- AR wE F28
@ AExA - N G, FEA 23S A Bl o 9 QA HAE B o] wE
- ZA7A mAA e v 2duitt A8 A E
- gxs ® AEIm 1A - 9o r Qg AMEE
CAME - BAE A, A, FA A, A5, A AR, S5, Aol AT Ax, MY, ~ A& (all-cause mortality)
A 84, ol HAF 7%, YA AL AR Tom 7EE BEs W FHo= - Atrophy score®] 3}
JEIFE Al Y
W FARA
A ozl Bxel 99k MAE S Kaplan-Meier methodE ©]-&3to] X &3 9okt 7He] nlu e
o o)A} AL} (Sample size calculation) log-rank test E&fo] HA],
(1) 91A F43x cola B R AN dEE) F gastric dysplasia A E ¥ @ AMYE Ha 5T T
FHEAE A AT 53 2k FHAAL dolEHE ol &3ty AAt EAHE o]
- g Y HAE 110/10%xyear (F:ol=1:1 XAA 7VAA)- H. pylori 79D %A vs. D 9jeke] kel 9ol A8 93 Cox regression analysis® ©]-&.
=4 =60% vs. 40% [Q1F-ellA]l 2A]8h= W& ]
- H. pylori 3N g1t EA e vuAd=rt H pylori &3l vlske] 6wl 3) AT A
- 99 HEE nHEsd H opylori ¥4 91 dd 11 AT FHe] 919 SAELS 165/10 @ 71¥d IRB 7& g 2 ofA <
Theyear i) IRB ¢¢= (771 713)
a+71& IRB ¢4 a7+ A%d
@) dgA s S 7 T A GATF 4 (IARC) 2014.02.21. -
i) Type I error: 5%, 90% power
= ¢ A E 2013.12.16. -

ii) Accrual period: 3 year
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A @ EAd E9] 14 slide rounding 23 #<1, AFolA H.
pylori 7ol ¥ atrophy 2 intestinal metaplasia &3

consensus Wet B9, F7F AF oA AN

124 3 24 slide rounding Z¥ A&, virtual slide 3% o5 A
3 9 E9

22 2014.05.15

2%} slide rounding 23 #E % consensus £9, & E9, 3x

slide rounding ¥4 =29

3zt 2014.06.03

- Slide rounding (1¥)

Consensus set 100 | Validationset60 |

Consensus for definition: Consensus for grading Adiustment of measurement :
Journal review criteria: joint review training with adjustment set

Consensus value |=;| Adjustment set 40 I

1 100 set consensus slide rounding (1%}, 2%F) 2 60 set validation slide rounding (3%})

- slide roundinge 53 7+ sitee] W 9AFEZF9] atrophy % intestinal metaplasia©l
o] 8k inter-observer variabilityE o7} S
ShA 9, atrophyel tislAl= o373 zkel7b 9le], 43 slide roundingS &3 thAl &

EE

1% round 2™ round 3" round
(2014.03.03.718.) (2014.04.07.728.) | (2014.07.07.708.08.)
Intestinal metaplasia 0.525 0.567 0.713
Atrophy 0.202 0.352 0.416

Fete] 4% = kappa value 9.
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International Agency for Research on Cancer

MEMORANDUM OF AGREEMENT
FOR JOINT RESEARCH ACTIVITIES AND ACADEMIC INTERCHANGES

Reference: [MOA/PRI/ 2014/ 03]

Between

International Agency for Research on Cancer, Prevention and Implementation Group
(Hereinafter referred to as “IARC™)

Address: 150 cours Albert Thomas, 69372 Lyon cedex 08, France
Contact:  Dr Rolando Herrero, Group Head

and

National Cancer Center, Republic of Korea
(Hereinafter referred to as “NCC™)

Address: 323 Ilsanro, lisandong-gu, 410-7609 Goyang-si, Gyeonggi-do, Republic of Karea
Contact:  Dr 1l Ju chol, Chief, Gastric Cancer Branch

1. Preamble

The MCC and the Intemational Agency for Research on Cancer, Prevention and Implementation
Group {IARC), collectively referred to hersinaftar as the "Parties”, share an interest in a range of
ressarch topics In the area(s) of gastric cancer prevention. The Parties have collaborated
successfully In the past through joint research activities and academic intercharaes, and are
convinced of the |mportance of further strengthening and broadening the scope of this
collaboration. The present Memorandum of Agreement (MoA) aims at establishing the general
framewark for implementing and expanding such joint activities,

2. Description of the joint activities

The Parties agree that their mutual goal Is to promate and conduct high-quality research to
strengthen the evidence-base that underpins gastric cancer prevention and contral. Subject to
their respective missions and statutes, the Parties hereby undertake to collaborate in the follawing
project as more fully described In Annex i)

'Effect of Helicobacter pylori eradication on gastric cancer prevention in Korea: A randomized
controlled clinical trial’

The proposed activities will be based on the programmes offered at elther of the Parties, and will
be progressively develaped as resources and opportunities become available.

The Partles agree that any joint research under this MoA will be conducted it compliance with
applicable rules and regulations, in particular with regard to ethics, research on human subjects
and laboratory safety prindples. The Parties will consult the NCC and IARC Ethics Committees on
specific issues arising within the framework of this Maa.

27

Accepted and signed on behalf of the Parties in two (2) originals:

Accepted on behalf of
National Cancer Center (NCC):

Pt Dhar

Dr II Ju Choi,
Head, Center for Gastric Cancer

Date: MM"’W%a?’G{u'

ent
Date; -/fférgd%}’ﬁf“?z

Accepted on behalf of

International Agency for Research on
Cancer (IARC):

A YnE AP
Rolando Herrero,
Group Head, PRI

Dr Christopherdid, o
Director

28



4) AT =7 EA

GASTROENTEROLOGY

and Hepatoldgy

doi:10.1111/jgh. 12605

Characteristics of gastric cancer according to Helicobacter
pylori infection status

Hee-Won Kwak, Il Ju Choi, Seo-Jeong Cho, Jong Yeul Lee, Chan Gyoo Kim, Myeong-Cherl Kook,
Keun Won Ryu and Young-Woo Kim

Center for Gastric Cancer, National Cancer Center, Gyeonggi, Korea

Key words
atrophy, gastric cancer, Helicobacter pylori,
intestinal metaplasia

Accepted for publication 6 March 2014.

Correspondence

Dr Il Ju Choi, Center for Gastric Cancer,
National Cancer Center, 323 llsar-ro, lisan
dong-gu, Goyang, Gyeonggi 411769, South
Korea. Emall cij1224@ncc re kr

Conflict of interest: Thers is no potential
canflict of interest for each of the authors.

Abstract

Background and Aims: The definition and incidence of gastric cancer (GC) without
Helicobacter pylori (Hp) infection varies between studies. The aim of our study was to
compare the characteristics of GC according to Hp infection status.

Methods: We evaluated the presence of Hp infection in 1833 GC patients with rapid
urease tests, serology inati and histological evaluati GC was classified as GC
with current Hp infection (HpC-GC), GC with past Hp infection (HpP-GC), and GC not
associated with Hp infection (HpN-GC). HpP-GC was defined as GC without current
infection but with a positive scrology test, glandular atrophy, and/or intestinal metaplasia
HpN-GC was defined as GC with negative Hp test results and no histological changes.
Results: The numbers of HpC-GC. HpP-GC. and HpN-GC were 1378 (75.2%). 412
(22.5%), and 43 (2.3%), respectively. Among GCs without current infection. 90.5% (412/
455) were associated with HpP-GC. HpP-GCs were more common in older and male
patients, had an increased incidence of synchronous cancer. and less frequently had a
diffuse-type histology than HpC-GCs. HpN-GCs were more common in younger, female
paticnis; had a higher proportion of diffuse-type cancers; and more frequently showed
distant metastasis than HpP-GCs. In the 40s, the proportion of HpP-GCs with diffusc-type
histology (41.9%) was lower than that of HpC-GCs (60.3%) (P = 0.016). The difference
was also significant in the 50s (29.1% vs 40.1%, respectively. P =0.004).

Conclusions: Most GCs in Korea without current Hp infection showed evidence of past
Hp infection. The proportion of GCs with diffuse-type histology decreased in patients with
past infection.
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