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Background: Metallothionein (MT) has been proven the relationship with various
kinds of cancer and to sequester reactive oxygen species and reduce tissue damage.
Helicobacter pylori (H. pylori) infection is associated with the alteration of gastric
epithelial cell cycle events, a condition implicated in the initiation and development of
gastric cancer. This study investigates the role of MT in H. pylori-induced gastritis with
or without early gastric cancer (ECG) and evaluates the effect on MT expression after
eradication therapy.

Materials and Methods: The study materials consisted of 134 biopsy samples from
subjects who consecutively underwent upper gastrointestinal endoscopy at the
Department of Endoscopy, Kobe University Hospital, Kobe, Japan (age range: 16-84
years, mean: 52.58+16.19, male: female ratio; 61:73). Gastric biopsy samples were
immunohistochemically examined for MT expression in 36 H. pylori-negative subjects
without ECG, and 98 positive subjects with or without ECG. Real time PCR was
performed in 14 antral biopsy samples with or without H. pylori. Severity of gastritis
was also evaluated according to the updated Sydney System. In 31 successfully
eradicated subjects, the above assessment was repeated for 2 consecutive years.
Results: MT expression was higher in H. pylori-negative subjects than in positive

subjects (p<0.01). Moreover in the corpus it was higher in H. pylori-positive subjects

without ECG compared to those with ECG (p<0.05). MT labeling index had a negative
correlation with severity of gastritis (p<0.01). A positive correlation was shown between
MT labeling index and the apoptosis: proliferation ratio (r=0.41, p<0.01). MT labeling
index in H. pylori-positive subjects was gradually recovered after eradication (p<0.05).

Conclusion: The decrease of MT expression cannot prevent tissue damage in H. pylori-
positive gastric mucosa and lead to more severe gastritis. This phenomenon may be
attributed to gastric carcinogenesis. H. pylori eradication increase MT expression and
may reduce the risk of ECG. But only our data cannot assess the change of MT labeling
index as a cause or result in gastric cancer development. Further study of gastric

carcinogenesis using MT-null mice will clarify this discussion.
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Metallothionein iX. HERHEE 2 LWV OO & OBEBREBLT O
reactive oxygen species #E L L, BBOEBELH O TENFEINT
W3, ¥ Helicobacter pylori(SA T H pylorD) BN EBOREICH
ELTW30IXAMOEETHS, KHRIXH pylori BYt O BB
Bi7 % Metallothionein ®FEHIT DWW THEH L. Gastric Carcinogenesis
IZB81) D Metallothionein DEBNZOWTHRH LT, EBICH pylori&
B %, Metallothionein DR BE(L & MR BRI L 72,

HBIIHFRZFRELZDRECHET IV EARERECBABONEE
DEBRBIEL 3 461TH D (Fih: 16-84 F, Fy:52.58+16.19 F, B
b 61:73), H. pylorifgtk 3 6 BB, H pylori Btk 9o 8EH (REEE
HY 514, 2L 4 TH). BERRCEROERBREKEF VT, REHR
FHIFIEIZ X o T Metallothionein DHBEMRF L, £/ 1 4EH DR
BER O MRS 2 VT, RT-PCREZIZE Y, Metallothionein DR & B
Mli, BROBENR, VF2—3YRAF AR I ABMLIEMLE., 4
pyloriBEERI O 5 HIREEBREIT - 723 1 FlIc SV Tk BRE % 24E R,
FiROBRETEB o Tz,

Metallothionein®FBIX, A pylorilBEFBGBHEAL VEERCE
o7 (p<0.01), & BITEE CIX, Metallothionein®F&BIL, H pylori
BMER, BrEES. BEEM LB ONEEBIET Lk (p<0.05), %
7zMetallothionein D3 BIX, A prloriB X OEEL AOHER Db~
(p<0.01), Apoptosis: proliferation ratiod Metallothionein®IEHik.
EDOMHBEZR L7 (r=0. 41, p<0.01), A pylorilREH O BRBEITRIT S
Metallothionein® FH ik, W B L KW BERE R L, £ priorilBE %
2 4 7 R OEHITIE, BEBBEIGEVREREZR Lk (0€0.05), 4 pylori
BHRIZIB U ThetallothioneindHRENE W EREREL (FHECOR
AR R BB R THMENT, E72REICE Y. Metallothionein®D B A
% L Metallothionein BB WMBEALDBRIEEZ IS 2 5 —H Th % Wik
BREN, LPLIOERERATIDICRERZHENEENS,
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