2178 % & B ¥k 2006.8/Vol 55/N08

3

iE 2
1K
)

B 2t

0

egticd:

2 48

|- LSS RIS —— 8 RO~ i — T~ 1:(F |

3 EEE, 2: hUREE, L EERE, 0:GEAA L

E1 71850 FACENLBECLIEROTL

¢

| Eguits - gEne
)

BRR. FML - ELERE

g o —

R PR
— I,
BEOKER L BEMREH D

BRI E I - FD L L O || SEMB BI85 1]
1) L S pe )
2) BESUMRIA
3) AFEH - 55
4) E0it

2 FSERER T EMOBR

O. bESEREETHRETHEMCNTS
BROXRE

EHEEIER TSR L B oI 2 R 505 -
EHLBRECRZICRYT. ¥, EEEREIIBVT
FERD A% 6F, TOFACHTET- 2L (BT
HILEVLETHS, LEMERNLEETLE, BY
—EMEEMGES T TA LV BIEEE TR
AT LIV EWVAZE R o TR {LENSL L.
T, FoRncEESEREFERE LSRR EO LS
OB ERFELS L Cwa BEEFEEEIIE -
PEMB L) ATHRTAZILMWE—STHE. &
BOBRFCERLZTER S wWiES Iz LT
—A—ADBHIRVEMNZECT L BELVRIY
LhZvds, EFCHLTTRUHEF,, L2, B
BN BRADEETHALRRT Tl a i+ o LHTa
EREYTHS 5. CLOBRAES BV TERER
TE, BHETAZoEUE+EE & 5 STAI(State
Trait Anxiety Inventory) % E & FBIEIZH WA L3
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RI4E ek - EH
B | LR BT
i A
EIHALEH WBBEE bin | BILERDET
B - M, AAURE |
FHEY | FRMAO SO WHROBBEL Y

EREAFLIELEE IR,

BT, RFIZHUE My REEEX T AL, T4
HEAL SV, Li2hi-> T, L3Rl aRsag,
BEHLa—ELE+T v, BUHNRBOFEL
Fry 7 Laithidlbiv. BXRAZEOBEN
RELR(LELTESTARENSVOLEET
5,

EHMEBNLWHBAFD E LTHRbR B, B -
ODFW[TE L, T, MELERISVLTL—ENRE
HELNTEST, T CHEE TN T 2488
HAHH. TALLBE, ARTRERCHEEKLTEE
BRIEVIBBETEDhAZ D ED 7. Lo L,
Hp #HLK, Bz LoBFEmzzsryony,
FEIZED) &) 2 RRESRRIEE T2 2 LT
HTWwh, 1987F7 2 ) #HLERT A TRENES
b, BEMIzAL D FIEEEEkEED
AR (LA, LIESEEE B - BEY, &
R, BBET R LAY FiTe R, BEEHEL
& LSRR i L By o, +
L T, non-ulcer dyspepsia (NUD) L Er S 1, WakiEik
Bl{rellux-like), EHAF K (dysmotility-like), #HHE
#EIREY (ulcer-like), FRYFIE R (unspecilied) @ 4 DiC
RSN T, WERBIGERNAELA LB
HOMBEE L 80, BT (gastroesophageal
reflux disease I GERD) E LT F &SR FL T,
AR E 2 Brv 72 3 0D 9748 % functional dyspepsia
(FD) EFRSha L5k,

FO AHEMIKE L E LS THD, T|1I0R
FTLI AL L THBEEITEZ ONDL OISR
WAL, Thbh, ZEHEERLERRYEERE TS
BERETUb Ry THER R L A Y 3 L FEEER
FMOGESBINEFAE—RR e sh, BE0OLAR
B L R E T a8 I L e I s —
FIRE SNBBHEHE . FLC, LA 3 254K
IEIAP L E RS ERTH 2 domperidonc" OF
SEETRTHELHS. LAL, EBRBEIIBWTI
FERIZ X W IEEEABIRL TL S IR E L R
TWEFIS S CRET 5. AHCHESHRER )L
WEWDILTWE A, bl us R A4
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BiBBong, BEOELTHAEA L AAEHNLE
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TPrEbhng,
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e LER RS BRI <&THE, BENHS
HH#HSZIER S 2 £ 5, fEHLONR
ZETES - RMMERMEEISCEI TR TH NS
toEtEbLRE.
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Examination about the high risk group of gastric cancer in the stomach mass screening
effect of interleukin-1beta polymorphisms on serum pepsinogen
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1 The Medical Control Center, Tokyo Teishin Hospital
2 Department of Gastroenterology, Tokyo Teishin Hospital

Abstract

Atrophic gastritis caused by chronic Helicobacter pylori (Hp) infection is related to the development of
gastric cancer. Serum pepsinogen (PG) levels have been known as serological markers of atrophic
gastritis. Recently, polymorphisms of interlevikin-1 beta (IL-IB) were reported to be associated with
gastric cancer risks. Then, I examined the relationship between J{-1B polymorphisms and serum PGs
in subjects who underwent the medical check up in relation to Hp infection. Based on this experiment,
the PG test seemed to be more effective than the combination of the measurement of serum anti-Hp
1gG antibody and the 7Z-1B polymorphisms analysis. On the other hand, It was suggested that the I7-
1B-511 (IL-1B-31) polymorphisms analysis was predictable of the case to whom the gastric membrane
atrophy progressed easily beforehand by Hp infection. Moreover, I would be suggested that using this
analysis with the PG test became an important inspection method for the risk group selection of

157

gastric cancer.

Key Words: interleukin-1 beta polymorphisms, atrophic gastritis, serum pepsinogen

1. BL®IC

Helicobacter pylori (Hp) Bt ERRBEEE BT 55
HomE L OB, BERSHZI LSS
NRENTVE, FORHPT, Hplll EHES L0
B L EALE L OBBICOWTRETLZEZ A, HiHpH
BHEES L URETOEREEROBERIIHT 24 v
ALBEEETELOTENVI EAHALIEL Y, AT,
CORBEHEIC L VAT OEGUT LB EE{bEn
RO Hp B ic o L FEH S h-Y, £
, PR OEREB AP EERLEOERRETH S
ZEBRLPIIRoTERIELELYD, 003FCRESR
ToBARNY a8y & — A Hp RO BT & GEDO N A

FIR20054F9A 280 FE2A6EL1AIZE

BAA AR -

FZ4 YDYET? T, BEICL > THERE L+
SUTEEMENH B LR L T 539,

2000 I El-Omar 59 134 > ¥ —ua{ &> (IL)-18
EEDZEFEHWETCHLIL-IRN (L Sy —T7
§ITZA L) OBRETFEECL D L1 ORBE IR,
b, BEOTGRCESEERRIZL, $-B8REICHST
HIEFHE LA, ChUBHp &R IL- 18 8ET
(II-1B) ZRIE DB OWTEE SR TWE LI 10k
NEFFEAED LN Tnd, IL-18 OEEWNESWICHT
BIERIC DWW ERED S 2 5%, Takashima 57 A52
FTHRZA Iz in vivo DESCIL, HpRETEEL
ZIL-1B & o TER W DSHIRI S B T L AR ER T
bo B, IL-1RICRE  DB/EFEEFFET 5,
TORFIEERRRY O£~ - EKO-3141,

Bl Lo
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Sl &R (C/T) PEETHILEEZLRLTY
Lo 3ALRIEEICEEL TATA box OFHAO TOHET
BHhH, 31 L5 MILEEFHEZEFEC O I 0H
THBZ AE U A HERIEIERICE L, 99% L LB
T-H5I1ED C{T) £-316LT(C) KR LT L RICHFE
15 &S EERHWORRICH B, IL-IBEE LS
T DT, Meining 59 (LIL-18 BEAELMETEE
Fr ) TCH, LB SIRAZ LICL o TR
HBREM L 2 ) IEEEEAIER L, BICES MR
T b2 ECHEORES T ZEBIREOT RIS
ELTwAERBLTWA,

—F5, B CESLINDpepsinogen (PG, &S
# pepsin O RIEEM) XREFHRELLRE{PGLE
PG IiZA o s, MiSPG LIxE - EERERD,»S
Suwnsh, MiEPG HEHeEE LT+ L 05w
Ehb, MEFPGs®O B ENICTHINLA, —5f
RAFERICb RO LG, FLT, MEPGIESLT
PGI/NEAHETD &, FLVEEESROERIZH
WHIATH B Z EAHIS T A 010

FOT, TS BRI Hp R i b o
A TwhviEERED BERERSHE L AR
12, ARRoSERINET RS2 shTwa - IB%
BIAPGEWEZAEEBITENFADERRENRE
oW Hp s & SIS L,

2. WREFHE

BUgio B 5 B2 E2E 2524 [Bicto14:38, F
YRS 462+ 055 (mean=SE)] ®x% & L7z, MHF
PUHp IgGHith (CEFHMbEtklatt) RERRENE
(EIA) ([ THIZEL, HHy lgGHMEIE3 U/ ml L% B
P Uiz, 70, MHEPGIBI VPG (¥4 +4y
R i RIERGTERE IRMA) D (CCllE L, B
o, MEH» S L DNADIL- 18 BEFEROEE
DWW TIE-5111 (IL-1B-511) 8 £ UF-31460 (71-1B-31)
@ 71 E - ¥ —- 98 % polymerase chain reaction-
restriction fragment length polymorphism (PCR-RFLP)
B & B OB L,

FERAI oW TORRHEENEE, e 0l 2
EXAWTHEEEWE X MIT L, EIT, IL-1B-511
(-31) oc/c (T/T), C/T (T/C), T/T (C/C) ¥
BIYAMEPGI, PGB L UPG I/ LD ILE ) one
way-ANOVA TiTvs, BEEOZ B kS Sheffe 22 TIT
277,

B, AR RFEESETIC BT A HEREER
KOFEELFIFREETEM Lz, £/, SPFEICE
FHIROBREL-HICHBL, AT L CERELACE
ZTRER L E TR~ OREZF/-bOTH), AE
L7-SZE G LTCEEMZO—RX 7)) — 2 v rigk
FHEAT L7
3. %8 B

IL-IB-511 S ELC BT B F R FhoME TS B4
X C/C82%, C/T1I8%, T/TR2&ThHY, Z0H3 6
Hp Bt do IL-1B-511T/T ik 374 Cdh o /=, AR,
IL-IB 31 RN B A BRIEFEHMOHEIEC/C 4%,
C/T118%&, T/T 8% THY, 09 L HHplgtEd,>
IL-IB-31C/Cix 378 Ch » 1=, T/, Hplle (JiHp
IgG LB, i) el (UHp LG iudkit,
FeEd) B OM TR PGEICHELEFTD LR
(Table 1), Tz, #NEFNROIL-IB51L SR BT 5
ERB L UEINICOWTIRFELSEEZO Lo
Tro IL-1B31 &R ONWTHERERERTH- 12,
Hp YR [L-1B-511C/C £ T/TOREFER % i
T3 E, T/THRAEEOM PG MER LUPG /1L
C/CRAEELNIAERET:0/ (Fig.1,2). £7,
HpRGHEBEIC B3 5 IL-IB-31T/T & C/C ORMEFER %
W45 &, C/CIEHEOIEE PG I1ES L UPGL/IH
HT/TRER LD IFELET2ED (Fig.1,2),

—F, B ETRASATWAMEPGIED cut
off il (IfiLi% PG I{6= 70 ng/ml 2> PG [/ Ik 3.0) 10
DOFFARAIC Hp BRI D b e dr o /2, B, Hpik
B 159 BIP ClE PG EFR P60 FIRD L iz, PG
R E & BB O C IL-1B-511 SRDEEE T
B0, PGHEEMEICENPGHEREEE W C/CDEE

Table 1 H. pylori FTER & BEMERIIZ L 5 Rl

H. pylori- H. pylori- p-value

positive negative
age (yrs, mean *+ SE) 48.1 + 0.6 428 + 0.9 >0.2
male/female ratio 143/16 /22 >0.2
IL-1B511C/C/C/T/T/T 51/71/37 31/41/15 >0.2
IL-1B-31C/C/T/C/T/T 37/71/51 15/47/31 >0.2
serum pepsinogen I (ng/ml) 547 £ 20 479 + 1.3 <0.01
serum pepsinogen I {ng/ml) 200 = 0.9 84 £ 03 < 0,001
pepsinogen I/ 11 ratio 3302 5901 < 0,001

ARAAARE - BWESEE
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80 IL-1B polymorphism genotypes
** o -511C/C/-3IT/T (n=82)
=2 .ﬁm o -511C/T/-31T/C (n=118)
< 6ol z o 5IT/T/-31C/C (n=52)
N ({)% mean + SE
g ] ¢
= 9
g 40}
i B
g ]
5 2f o%e
* 1 p<0.05
0%e *=*:p<0.01
H pylori H pylori  H, pylori H. pylori
-negative -positive -negative -positive
Pepsinogen I Pepsinogen IT
Fig. 1 IL-1B:@{ET %85 M pepsinogen I, N
8. I1-1B polymorphism genotypes
o -B11C/C/-31T/T (n=82}
° e 511C/T/-3IT/C (n=118)
Z sl o -511T/T/-31C/C (n=52)
.'.—": ¢ 9 é mean + SE
sy
5 *
[
:;2 o3 é
g af
]
* :p<0.05

H. pylori-negative

H. pylori-positive

Fig. 2 IL-1BR{EFERBILRH pepsinogen I/ 1k

Table 2 IL-IB #B{5F £ M5 pepsinogen Y 5 O 54

H. pylori positive (» = 159)

H. pylori negative (n == 93)

PG positive PG negative PG positive PG negative
(# =50) (#=99) {n=0) (n=93)
IL~1B polymorphism
genotype (n = 252)
S1IC/C/-31T/T (n=82) 13 38 0 31
| I ——
-511C/T/-31T/C (n=118) 30 41 0 47
ST/ T/-31C/C (n=52) 17 20 0 15
p-value *<0.05
PEEICE P o7z (Table 2), #iZ, IL-IB3LEETIE 3.
PGEBRMZOT/T OHENFPGEREE ICLNEEI 4 = 2=

Emroiz (Table 2). F7z, HpBBt:CHEIEOBEER
REDEETH o 72708 BT, [L-IB511 (31) &
BB TENECNEERERBERD b NL o 2P,
IL-IBSUT/T (-31C/C) TRZFNFINOEREEHF
OMOFZREFEME LB L CEEILE P o7 (Table

HAEFARS -

BUE, HpERgErBAeERL, BLAOBRIEST
FReEAML, BEMESEREOBEEREK TS W
EEZLNTVAEY, MFPGRFOERIESLIER
BT A2-08R8ZICHVLERTWAN, 20—

EAB AR O 2L
FMrESRE
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Table 3 H. pylori BESRBI BT 5 IL- 1B EFEWEGM T SO e

IL-1B polymorphism age (yrs) atrophic gastoritis®!
genotypes (mean + SE) + -
S11C/C/-31T/T 72+ 15 4 10
BHC/T/31T/C 492 + 0.9 6 30
SUT/T/31C/C 482 £ 15 18 2
[ DR L |
p-value >0.2 ** < 0.001

* HHRROASFERESTET & - A BRETEE K 70 R

¥, IL-1BERFHESUSCERRE £, ROy Ry
ST 5 Z R EREER TS,

AFTIE, 19954512 B ARTEL8RIHSE S O Hp iG5RARET
ZREHT A Fo4 PHRESh, 0%, HpBREIRE
DEHPMENE CHESNDL LI TR D, FORENRE
FZRT AREHPERN SN TETCHS, L LaHFEE,
2003 MAERN) NG F—HENA FI 4 2 TiF,
Hp BRI ERPED b NBEE (AT ¥ y) 3 H i,
+ BB L 8 MALT {mucosa-associated
lymphoid tissue) V ¥/ EDATHLDIZIFL, TEF
Y AETGTHB LRV AW EED AR ER L
THBNEEOREE,L R THRMICREILE T Lne#
RARONBHTEE BFr7) ELT, BEHERIIHTEA
RENTREEELIE: (EMR) #8, MR 4L 9BER
AR - THFIEE N T 5, 209 bERET LI
WTWA Y, prospective I BEOFBEEY T T ¢
EEMMERAPOCEBAEREL TV EEZRL T
5o ¥/, HpBEWBEL & IIRBEMTESY & 0 BilESR
HFEFH LN TV LEWVIELFELTYS Uenmura 5 19
DEEE, ERMEEIBROEERETHLZ EER
LTELINTE TORFENIELEROBRTHLL L
BT, HpREDPZDOFHELLWMERITHLILER
Bl TWvbo Bl Tid, BREIC L5 BBFEofEM:
DWW T Wong 5 18 X AHBA AGRERIZ X - TH A
L7z %72, Wong 517 3#1o CHEEEM~N— XD/
A& ER{L Y 7 bR BEER e ER L, BHoSEk
Bl 5 Hp Bl IC L o TEBEREEFETS 52 &
TGP L. OB CIRTERICIESL 7+0—T
v 7, BELUAESRES 77 RS LS
BEAERIIITIZE L TH o 12h°, FEREO L WEH
BERRIC L - THEERENTFH S LHELTY
B

EEOIE, FREESREOEEEOSVESRTHS
PGEIZOWTERBERE L RICLAT L VRE LT
WAHA, IHhE TORETHE H B2 PGERED
ZEMEER LB LEESFE - +2EREREO 3BTy
RHLN, TDEEOHp RO PGs & Hpiett

HEOREE T 2 &, Hp BB omiy PG I/ IIE
FICETLTEBY, BIoHpBEROEHET A£D8%
BENFPGHEBMETH - 21820, i T, HoBEHEOX
B L HEMRLEE AORNCmEPGENERE L AT
AETER D B 2 & SO T L2 00, S EOMETIE,
IL-IBEEAPEGEE ROBEICHS L TwE2 ZE %
MRS, IL-1B511 (31) OFEMTELAT S LT,
RIS OBEHENE & A ERATICERE T & A RN H B PG
ENOERE L ICEFARBIIB T A EEREORSE
OWTHE L, TORE, HyBREFEIIBITLIL-
IB-511T/T (-31C/C) DILFsPG [ 5 FICPG I/ 1T
Wi IL-1B-511C/C (-31T/T) o F—% L h bk, *
7z, WIhOIL-IBE G I PG RIED cut off i {1
HBPGIE=T0ng/ml 22> PG /I =300 IZI3 Hp 3k
BEREFD LR o7 (Fig 1, 2). Bio, Hpla
THRBBEOMEENRANTERTH - - 70F O CIL-
IBSIIT/T (31C/C) B AEMOBESEHICE
o7 (Table 3).

El-Omar 59 {1 B HHRE T Hp 8 RED IL-1B-
S11T/T (-31C/C) BB 2 BAERTHL L
WMEL T, T/, BHS W 13 HpiklniBtssmi
BRICBWTIL-1B-511C/C (-31T/T) #%-511T/T
(-31C/C) CHRPGHBEEIAELHVELTVES,
G D|EFITH L, Furuta 5223 {f Hp B LA
DEREF RICBVT B I IBE R L B WINTDWTHE
Liz& A, [L-1B51IT/T (-31C/C) Dz F%
BIndBEHRpHEAEEIZERL, MFPC I/HLIEH
FELET2ED, SHEHICBITAEFAIT L IL-IB-
S511T/T (-31C/C) OFPAHZIIEhomE LTWwE,
EIZ, IL-IBSUT/T (31C/C) Tz o THE
B pH O LA &L PG I/ (& F A58 5l
ERELTCwWE, ZhbDZ bbb, IL-IB-511T/T
(-31C/C) HEEEERERER AERORERBTFTH S
LEET T, Zeng ZR 5% 4 Furuta 522 L [F]
HLERICE-oTwA,

£ AT, HpBRgBt g AT, 185 1L-8, B
HERT (INF), 1 & —7x0> (INF)ytksF

BAR AN - BREAT
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FOBBECEIES L TWAZ L BAMDIETHD,
I, EREETFVCBWTILIBEMERN, BEER,
RN OFRE I L D BESUIIGIEREZ b 22 L b 515
T 5, IR EHIRAES I ERERES TI3E
LOOO B DB AW R H 5 L Vb T W B 5.2
BT, Meining 58 13 Hp G238 2 IL18 ORHEH
IL-IB-SIICRHE T IL- IBSUITRBEE IS (2
HELTEY, 2OFRE L TIL-18 OB ER
ko THMEICEApH S L8 U SNBSS L b ER:
WRREL Y, BERBI A LEREE AHFBE, FICE
FUWBBETTHERE LTS, £/, Hyang 52 3
Hp BRE\Z BT 5 [L18 ORREEH IL-1B-511C/ C1RiEE
LY S IL-IBSUT/THREZSCE(EDLRIELTY
5o T4 DTS, HpMRE L/ IL-IBSIIT/TREE
DIFEALRERET R TS, ILIBSIIT/TTRIL-
IBDEEFSFVWETAINLDBREZIR/HTEIOTC
Holze MAT, HpEEIHEVWERBHRTERICL-18
PEESRTVRE, L18PHRANILIEEGEATS
ZEhhb ST, IL-1B SR EESWANRI ST B
WhEMA D B LB SN,

—7, SEOWRE T Hp B IL-1B-511T/T
(-31C/C) OMmiEPG I/TLIEFDMD/IZFER LY
bE<, BHEEROET LIERAES(EZDoNE,
Rk, Hp @3B T3 IL-1B511C/C (-31T/T) T
> THMFPG /UKL, BHEEROET L5
PSR o TROLN:, ThS5DZ P 6, miEH
HpHifFil%E & IL-1B511 (31) ZRFFROBREOHAE
b, PGHOFHEZ LS - AR THD L
Z bz, FO—7F, IL-1B-511 (-31) OEEETFEE
O¥eA Y, HpBEEIC X - THEEINETT LT WiEH %
HECTFMTE, PCECIOREY AT A EIC L
b, BPAOREREEREICER 2RE L 7 5 W5k
N (A

B, FHTIHEHHE  Hp i L oEEIOR
WEhTwaEY, BEEO T (- LUMEFRELE LT
BV IL-IBEME BHED) X 7 OEVIE R %R
THEPFZLWIEREETHL, LW T, 50
FEELT, ZOEPCEIRTFPRERT 2 EE0M
ENDFOTEICRATAI IV ELEZ L, F7-,
IL-1B-511, IL-1B-31, IL-IRN*2{EFEROIPENE
Bk FOBRBETESMISIOEE LTEBLTWS
PRETLIEWMIBLEELS,

5. % §

Hp B335 C IL-1B-511 (-31) E{EFERIXM#EE PG 1l
RPG I/, B OMBEFN T EHETL & AR
Hotoe £z, IL-18-511{-31) ORETF LB ORI Hp

HAPFAES
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A study of stomach cancer mass screening using the pepsinogen test method in
combination with the barium X-ray method.

Masashi UNOURA, Hiroshi YONEJIMA, Naoki IKEDA
Department of Internal Medicine, Hakui Public Hospital

In order to cope with the trend of decrease in the participation rate of Hakui City residents in
stomach cancer mass screenings and the fact that the participants tend to be the same with no new
residents joining the screenings, we investigated the efficiency of stomach cancer mass screening in
Hakui City using the serum pepsinogen (PG) test method in combination with the barium X-ray
method. The serum PG-I and -II levels were measured by chemiluminescent immunoassay as the
first step. PG-positive subjects were recommended to undergo further screening by endoscopy, and
PG-negative subjects were recommended to undergo examination by the barium X-ray method as
the second step. In 2004, 1868 persons were enrolled in the study; the number of enrolled persons
increased by 40% compared to the previous year. The total number of cases in which stomach
cancer was discovered was 6. and the rate of discovery was 0.32%, a significant increase. Four of
these were diagnosed as early cancer by endoscopy. The total PG-positive rate was 47%: 13% for 1+,
25.9% for 2+ and 82% for 3+. The subjects who needed further thorough examinations accounted
for 39.9%., and 78.4% of the positive subjects were further examined by endoscopy. The total cost for
the 2004 screening was almost half of that for the previous year. In conclusion, the two-step strategy
comprising the PG test and barium X-ray can be used as a mass screening method for stomach
cancer, because this method not only allows a larger population to participate, but also enables
efficient examination, cost effectiveness, and improvement of the participants' safety. Further studies
are needed to establish a2 method for following up those who have been found PG-positive and who
are therefore at high risk for stomach cancer.
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