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ÐÑÁÊÔÉÊÁ 9ïõ ÅËËÇÍÉÊÏÕ ÓÕÍÅÄÑÉÏÕ ÃÉÁ ÔÏ ÅËÉÊÏÂÁÊÔÇÑÉÄÉÏ ÔÏÕ ÐÕËÙÑÏÕ
ÁèÞíá, 2004

Åßíáé ôï Åëéêïâáêôçñßäéï
ôïõ ðõëùñïý áéôéïëïãéêüò
ðáñÜãïíôáò ôïõ êáñêßíïõ
ôïõ óôïìÜ÷ïõ;

ÊáôÜ

ÉùÜííçò ÊáñáãéÜííçò

Ãéá ôçí ïñèïëïãéêÞ, åðéóôçìïíéêÜ ôåêìçñéùìÝíç, áðïôåëåóìáôéêÞ, áóöáëÞ
êáé ìå áðïäåêôü êüóôïò ðñïóÝããéóç êÜèå åíäå÷üìåíçò äïêéìáóßáò åëÝã÷ïõ
ôïõ ãåíéêïý ðëçèõóìïý ðïõ Ý÷åé óáí óôü÷ï ôçí áíß÷íåõóç áôüìùí ôá ïðïßá
áðïôåëïýí ïìÜäá ó÷åôéêÜ áõîçìÝíïõ êéíäýíïõ ãéá ôçí åìöÜíéóç ïéïõäÞðïôå
íïóÞìáôïò êáé óôç óõíÝ÷åéá åöáñìïãÞò ôçò åíäåéêíõüìåíçò éáôñéêÞò ðáñÝì-
âáóçò (Ýíôáîç óå ðñüãñáììá ðåñéïäéêïý åëÝã÷ïõ Þ/êáé èåñáðåõôéêÞò áíôéìå-
ôþðéóçò) ðñÝðåé íá ðñïçãïýíôáé:

· Ðñïóäéïñéóìüò ôïõ ìåãÝèïõò ôïõ ðñïâëÞìáôïò
· Ôåêìçñßùóç ôïõ/ôùí ðáñáãüíôùí êéíäýíïõ
· Äéåñåýíçóç ôçò äõíáôüôçôáò ðáñÝìâáóçò
· Áðïôåëåóìáôéêüôçôá ôçò ðáñÝìâáóçò
· ÐáñåíÝñãåéåò (Üìåóåò êáé Ýììåóåò) ôçò ðáñÝìâáóçò
· Ó÷Ýóç êüóôïõò/áðïôåëÝóìáôïò (cost efficiency)

ÄéåõèõíôÞò Ãáóôñåíôåñïëïãéêïý ÔìÞìáôïò, Íïóïêïìåßï “Áãßá ¼ëãá” ÁèÞíá
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¼óïí áöïñÜ ôï áäåíïêáñêßíùìá ôïõ óôïìÜ÷ïõ áõôü åîáêïëïõèåß íá
áðïôåëåß ôç äåýôåñç (Þ åíäå÷ïìÝíùò ôñßôç) áéôßá èáíÜôïõ áðü êáêïÞèç íåï-
ðëÜóìáôá óå ðáãêüóìéï åðßðåäï (ðáãêüóìéá äéáóðïñÜ), ç óõ÷íüôçôÜ ôïõ
üìùò óôéò ÄõôéêÝò êïéíùíßåò åßíáé óáöþò êáé åîåëéêôéêÜ ðôùôéêÞ êáôÜ ôéò
ôåëåõôáßåò äåêáåôßåò, ôçò ÅëëÜäïò óõìðåñéëáìâáíïìÝíçò. Áíôßèåôá, ðáñÜ ôéò
áíáìöéóâÞôçôåò ðñïüäïõò ôçò éáôñéêÞò åðéóôÞìçò ç ðñüãíùóÞ ôïõ åîáêï-
ëïõèåß íá ðáñáìÝíåé êáêÞ (ìéêñÞ ðåíôáåôÞò åðéâßùóç).

Ôá áíùôÝñù äåäïìÝíá áöïñïýí ôï áäåíïêáñêßíùìá ôïõ óôïìÜ÷ïõ ðïõ
áíáðôýóóåôáé óôïí Üðù óôüìá÷ï (ðåñéï÷Þ Üíôñïõ, óþìáôïò) êáé ãéá ôï
ïðïßï Ý÷åé åíï÷ïðïéçèåß ðñïçãçèåßóá ëïßìùîç áðü åëéêïâáêôçñßäéï ôïõ ðõ-
ëùñïý åíþ, áíôßèåôá, öáßíåôáé íá ðáñáôçñåßôáé ìßá áõîçôéêÞ ôÜóç ãéá ôï
áäåíïêáñêßíùìá ôïõ åããýò óôïìÜ÷ïõ (èüëïõ-êáñäéïïéóïöáãéêÞò óõìâïëÞò)
ãéá ôï ïðïßï üìùò ç ëïßìùîç áðü åëéêïâáêôçñßäéï ôïõ ðõëùñïý äåí öáßíåôáé
íá áðïôåëåß ãåíåóéïõñãü Þ ðñïäéáèåôéêü ðáñÜãïíôá. ÓõíïëéêÜ üìùò, êáé
ðáñÜ ôçí áõîçôéêÞ ôÜóç óôïí åããýò óôüìá÷ï, ç óõíïëéêÞ åðßðôùóç ôïõ
êáñêßíïõ ôïõ óôïìÜ÷ïõ âáßíåé âáèìçäüí ìåéïýìåíç.

Ôüóï åðéäçìéïëïãéêÜ äåäïìÝíá üóï êáé äåäïìÝíá âáóéêÞò Ýñåõíáò óõíç-
ãïñïýí áðüëõôá ãéá ôçí êëáóóéêÞ ðëÝïí äéåñãáóßá áôñïöéêÞ ãáóôñßôéò, åíôå-
ñéêÞ ìåôáðëáóßá, äõóðëáóßá, áäåíïêáñêßíùìá ãéá ôçí ïðïßá ðñïçãçèåßóá
ëïßìùîç áðü åëéêïâáêôçñßäéï ôïõ ðõëùñïý áðïôåëåß ïõóéþäç ãåíåóéïõñãü
ðáñÜãïíôá.

Ôá ðñÜãìáôá üìùò ðåñéðëÝêïíôáé óçìáíôéêÜ áðü äéÜöïñá Üëëá, ðëÞñùò
ôåêìçñéùìÝíá, äåäïìÝíá üðùò:

· Ôï åëéêïâáêôçñßäéï äåí áðïôåëåß ôïí ìüíï ðñïäéáèåóéêü ðáñÜãïíôá (ãå-
íåôéêïß, êëçñïíïìéêïß, äéáôñïöéêïß êáé ðåñéâáëëïíôïãåíåßò ðáñÜãïíôåò
äéáäñáìáôßæïõí óçìáíôéêü ñüëï).

· Óçìáíôéêïý âáèìïý áíïìïéïãÝíåéá ìåôáîý åðéðïëáóìïý ëïßìùîçò áðü
åëéêïâáêôçñßäéï ôïõ ðõëùñïý êáé åðßðôùóçò êáñêßíïõ ôïõ óôïìÜ÷ïõ
(African enigma).

· ÅîáéñåôéêÜ ìåãÜëç äõóêïëßá åðéäçìéïëïãéêÞò ôåêìçñßùóçò (ç äéåñãáóßá
áôñïößá-êáñêßíùìá öáßíåôáé üôé åßíáé ðïëý ìáêñï÷ñüíéá êáé ãéá ôï ëüãï
áõôü áðáéôïýíôáé åîáéñåôéêÜ ìáêñÝò ðñïïðôéêÝò ìåëÝôåò ôçò ôÜîåùò ôùí
40 åôþí).

· ¾ðáñîç ðïëëþí óôåëå÷þí åëéêïâáêôçñéäßïõ ôïõ ðõëùñïý áðü ôá ïðïßá
ìüíïí ôï cagA Ý÷åé óáöþò óõó÷åôéóèåß ìå ãáóôñéêÞ êáñêéíïãÝíåóç.

· Ïé ìå ôï åëéêïâáêôçñßäéï ôïõ ðõëùñïý ó÷åôéæüìåíåò öáéíïôõðéêÝò äéåñ-
ãáóßåò äåí öáßíåôáé íá éó÷ýïõí ãéá ôï “äéá÷ýôïõ ôýðïõ” áäåíïêáñêßíùìá
ôïõ óôïìÜ÷ïõ.

· Ôï éóôïñéêü äùäåêáäáêôõëéêïý Ýëêïõò óå Üôïìá èåôéêÜ ãéá ëïßìùîç áðü
åëéêïâáêôçñßäéï ôïõ ðõëùñïý öáßíåôáé üôé äñá ðñïóôáôåõôéêÜ ãéá åíäå-
÷üìåíç ìåëëïíôéêÞ áíÜðôõîç ãáóôñéêïý áäåíïêáñêéíþìáôïò.
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· ÁñíçôéêÞ óõó÷Ýôéóç ìå áäåíïêáñêßíùìá åããýò óôïìÜ÷ïõ (èüëïõ/ÊÏÓ).
· ÁñíçôéêÞ óõó÷Ýôéóç ìå áõôïÜíïóç ãáóôñßôéäá ç ïðïßá óáöþò ðñïäéáèÝ-

ôåé ãéá ãáóôñéêü êáñêßíï.
Ïé ðåñéóóüôåñåò ìåëÝôåò ðïõ óõó÷åôßæïõí ôçí åëéêïâáêôçñéäéáêÞ ëïßìùîç

ìå êáñêßíï ôïõ óôïìÜ÷ïõ óôçñßæïíôáé óôï ãåãïíüò ôçò åìðëïêÞò ôçò ëïßìù-
îçò óôç äéåñãáóßá áôñïößá-äõóðëáóßá êáé ü÷é óôçí ôåêìçñßùóç áëçèïýò êáñ-
êßíïõ ëüãù ôïõ üôé, üðùò ðñïáíáöÝñèçêå, áðáéôåßôáé ðïëý ìáêñï÷ñüíéá
ðáñáêïëïýèçóç ôùí õðü ìåëÝôç áôüìùí. ÅðéðëÝïí, ôï ðñüâëçìá ôçò åíäå-
÷üìåíçò ãáóôñéêÞò êáñêéíïãÝíåóçò ìåôÜ åëéêïâáêôçñéäéáêÞ ëïßìùîç ðåñéðëÝ-
êåôáé áðü ôï ãåãïíüò ôçò ìç ðëÞñùò äéåõêñéíéóìÝíçò åîÝëéîçò ôçò äéåñãáóßáò
áôñïößá-äõóðëáóßá ìåôÜ åðéôõ÷Þ åêñßæùóç ôïõ åëéêïâáêôçñéäßïõ. Ïé ðåñéó-
óüôåñåò ìåëÝôåò åßíáé óõíçãïñçôéêÝò ôïõ üôé üôáí ç áíùôÝñù äéåñãáóßá Ý÷åé
Þäç åíåñãïðïéçèåß ç åêñßæùóç ôïõ åëéêïâáêôçñéäßïõ ïëßãïí (Þ åíäå÷ïìÝíùò
êáé êáèüëïõ) äåí ðñïöõëÜóóåé áðü ôç ãáóôñéêÞ êáñêéíïãÝíåóç. Åßíáé Üëëù-
óôå ãíùóôü üôé óå ðïëëÝò ðåñéðôþóåéò êáñêßíïõ ôïõ óôïìÜ÷ïõ äåí äéáðé-
óôïýôáé åëéêïâáêôçñéäéáêÞ ëïßìùîç, Ýóôù êáé åÜí åß÷å ðñïçãçèåß, ëüãù ôïõ
üôé ç åðéâßùóç ôïõ åëéêïâáêôçñéäßïõ äåí åõíïåßôáé óå ðåñéâÜëëïí õðï- Þ
á÷ëùñõäñßáò ç ïðïßá ïöåßëåôáé óôçí ðñïçãçèåßóá ÷ñüíéá áôñïöéêÞ ãáóôñß-
ôéäá.

Óôïõò áíùôÝñù ëüãïõò öáßíåôáé íá ïöåßëåôáé ôï ãåãïíüò üôé üëåò ó÷åäüí
ïé ìåëÝôåò ðïõ åß÷áí ùò ðñùôáñ÷éêü óôü÷ï (primary end-point) ôçí áíÜðôõîç
Þ ìç áäåíïêáñêéíþìáôïò ôïõ óôïìÜ÷ïõ (ïé ðåñéóóüôåñåò ìÜëéóôá ôùí ïðïßùí
äéåîÞ÷èçóáí óå ðëçèõóìïýò ìå áõîçìÝíç ãåíéêþò åðßðôùóç ôçò íüóïõ) áðÝ-
ôõ÷áí íá åðéâåâáéþóïõí áõîçìÝíç åðßðôùóç êáñêßíïõ ôïõ óôïìÜ÷ïõ óå Üôï-
ìá èåôéêÜ ãéá ëïßìùîç áðü åëéêïâáêôçñßäéï ôïõ ðõëùñïý êáé ôá ïðïßá äåí
õðåâëÞèçóáí óå èåñáðåßá åêñßæùóçò óõãêñéôéêÜ ìå áõôÜ ôá ïðïßá õðïâëÞèç-
êáí óå åðéôõ÷Þ èåñáðåßá åêñßæùóçò.

Éäéáßôåñá åíäéáöÝñïí üìùò åßíáé ôï ãåãïíüò üôé óôçí ðëÝïí ðñüóöáôá
äçìïóéåõìÝíç ìåëÝôç ðïõ äéåîÞ÷èç óå ðåñéï÷Þ ôçò Êßíáò (ìå áõîçìÝíç åðßðôù-
óç êáñêßíïõ ôïõ óôïìÜ÷ïõ) êáé ìå óõíïëéêÞ ðáñáêïëïýèçóç (follow-up) ãéá
åðôÜ Ýôç (1994-2001) äåí äéåðéóôþèç óôçí áñ÷éêÞ áíÜëõóç ôùí äåäïìÝíùí
(primary analysis) óõíïëéêÜ óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ óôçí åìöÜíéóç ãá-
óôñéêïý êáñêßíïõ ìåôáîý ôùí ÇÑ(+) áôüìùí ðïõ õðåâëÞèçóáí óå åðéôõ÷Þ
èåñáðåßá åêñßæùóçò óå ó÷Ýóç ìå áõôÜ ðïõ Ýëáâáí åéêïíéêü öÜñìáêï (plac-
ebo). Óå åéäéêþôåñç üìùò õðï-áíÜëõóç (secondary analysis) äéáðéóôþèçêå üôé
åíþ äåí õðÞñ÷å óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ ìåôáîý ôùí äýï ïìÜäùí óôá
Üôïìá ôá ïðïßá åß÷áí Þäç éóôïëïãéêÜ äéáðéóôùìÝíåò ðñïêáñêéíéêÝò âëÜâåò
(áôñïößá Þ/êáé åíôñéêÞ ìåôáðëáóßá) êáôÜ ôç öÜóç åéóüäïõ óôç ìåëÝôç, õðÞñ-
÷å óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ óôá Üôïìá ôá ïðïßá åß÷áí éóôïëïãéêÜ öõ-
óéïëïãéêü ãáóôñéêü âëåííïãüíï (õøçëüôåñç åðßðôùóç êáñêßíïõ ôïõ óôïìÜ-
÷ïõ óôá Üôïìá ôçò ïìÜäïò ç ïðïßá äåí õðåâëÞèç óå èåñáðåßá åêñßæùóçò).

Ôá áíùôÝñù äåäïìÝíá ðåñéðëÝêïõí ðåñáéôÝñù ôï èÝìá õðü ôçí Ýííïéá
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üôé áö’åíüò ìåí ç åëéêïâáêôçñéäéáêÞ ëïßìùîç äåí öáßíåôáé íá áõîÜíåé óõíïëé-
êÜ ôçí åðßðôùóç êáñêßíïõ ôïõ óôïìÜ÷ïõ áö’åôÝñïõ äå åðéâåâáéþíåé ãéá ìßá
áêüìç öïñÜ üôé ìåôÜ ôçí Ýíáñîç ôçò äéåñãáóßáò áôñïößá-äõóðëÜóéá ç èåñá-
ðåßá åêñßæùóçò äåí ðñïóöÝñåé ïõóéáóôéêÜ óôçí áðïôñïðÞ åìöÜíéóçò ôçò
íüóïõ. Áîéïóçìåßùôï åßíáé ôï ãåãïíüò üôé, åÜí êÜðïéá Üôïìá åíäå÷ïìÝíùò
ïöåëçèïýí áðü ôç èåñáðåßá åêñßæùóçò, áõôÜ åßíáé åêåßíá óôá ïðïßá ç äéåñ-
ãáóßá áôñïößá-äõóðëáóßá äåí Ý÷åé Þäç åíåñãïðïéçèåß ðñï ôçò åêñßæùóçò ôïõ
åëéêïâáêôçñéäßïõ.

¼óïí áöïñÜ ôçí áðïôåëåóìáôéêüôçôá êáé áóöÜëåéá ôçò öáñìáêåõôéêÞò
áãùãÞò åêñßæùóçò áõôÞ Ý÷åé ðïëëáðëþò áðïäåé÷èåß üôé åßíáé ôüóïí áðïôåëå-
óìáôéêÞ (åðéôõ÷Þò åêñßæùóç ~85-90% ìå áãùãÞ ðñþôçò Þ/êáé äåýôåñçò åðéëï-
ãÞò) üóï êáé áóöáëÞò ìå ó÷åôéêÜ ìéêñü ðïóïóôü áíåðéèýìçôùí åíåñãåéþí.

Áíôßóôïé÷á ðåñéðåðëåãìÝíïò ìå ôçí áðïôñåðôéêÞ äñÜóç ôçò èåñáðåßáò
åêñßæùóçò ôïõ ÇÑ üóïí áöïñÜ ôç ìåôÜ÷ñïíç åìöÜíéóç ãáóôñéêïý êáñêßíïõ
åßíáé êáé ï ðñïóäéïñéóìüò ôçò ó÷Ýóçò êüóôïõò/áðïôåëÝóìáôïò (cost-efficien-
cy). Ãéá ôç óõãêåêñéìÝíç ðáñÜìåôñï ðñùôáñ÷éêÞò óçìáóßáò åßíáé ç åðßðôùóç
ôïõ íïóÞìáôïò (ãáóôñéêüò êáñêßíïò) óôçí õðü ìåëÝôç ðëçèõóìéáêÞ ïìÜäá.
ÊáôÜ äéÜöïñåò ìåëÝôåò óå ðëçèõóìïýò ìå ìéêñÞ åðßðôùóç ôçò íüóïõ (ÇÐÁ,
Ìåã. Âñåôáííßá, Áõóôñáëßá) êáé ìå Ýëåã÷ï êáé èåñáðåßá (óôïõò ÇÑ èåôéêïýò),
áñ÷Þò ãåíïìÝíçò áðü ôçí çëéêßá ôùí 40-50 åôþí óå áóõìðôùìáôéêÜ Üôïìá
ôï õðïëïãéæüìåíï êüóôïò ãéá êÜèå êåñäéæüìåíï Ýôïò æùÞò (life-year saved,
LYS) áíÝñ÷åôáé óå ðåñßðïõ 13000-18000 Åõñþ, åíþ ãéá ðëçèõóìïýò ìå ó÷åôé-
êÜ áõîçìÝíç åðßðôùóç ôçò íüóïõ (Éáðùíßá, Öéíëáíäßá, Êïëïìâßá, Êßíá) óå
ðåñßðïõ 5000 Åõñþ. Öáßíåôáé ëïéðüí üôé óå åèíéêÝò ïìÜäåò ìå ó÷åôéêÜ ìéêñÞ
(êáé ìÜëéóôá âáèìçäüí ìåéïýìåíç åðßðôùóç) üðùò ïé ÄõôéêïåõñùðáúêÝò êáé
ÂïñåéïáìåñéêáíéêÝò, ôçò ÅëëÜäïò óõìðåñéëáìâáíïìÝíçò, óôñáôçãéêÞ ìáæéêïý
åëÝã÷ïõ ôïõ ðëçèõóìïý êáé åêñßæùóçò åßíáé êáé ðïëõäÜðáíç (Üìåóá êáé Ýììå-
óá) êáé ìÜëëïí (õðü ôï ðñßóìá ôùí ðñïáíáöåñèÝíôùí íåþôåñùí äåäïìÝ-
íùí) ìç áðïäïôéêÞ.

ÓõìðåñáóìáôéêÜ êáé ìå ôá ìÝ÷ñé óôéãìÞò äåäïìÝíá, êáé õðü ôçí áßñåóç
ïëïêëÞñùóçò êáé äçìïóßåõóçò íåùôÝñùí ðïõ èá áíáôñÝðïõí ôá ìÝ÷ñé ôïýäå
éó÷ýïíôá, ìáæéêüò Ýëåã÷ïò (mass screening) ãéá ëïßìùîç áðü åëéêïâáêôçñßäéï
ôïõ ðõëùñïý áêïëïõèïýìåíïò áðü èåñáðåßá åêñßæùóçò ìå óêïðü ôçí áðï-
ôñïðÞ ìåëëïíôéêÞò åìöÜíéóçò êáñêßíïõ ôïõ óôïìÜ÷ïõ äåí öáßíåôáé íá åßíáé
äéêáéïëïãçìÝíïò. Áíôßèåôá, ï áíùôÝñù Ýëåã÷ïò êáé èåñáðåßá èá ðñÝðåé íá
áêïëïõèåßôáé, êáé ìÜëéóôá ðñþéìá, óå óõãêåêñéìÝíá Üôïìá õøçëïý êéíäýíïõ
üðùò ôá ãåíåôéêÜ ðñïäéáôåèéìÝíá êáé ïé ðñþôïõ âáèìïý óõããåíåßò ðáó÷ü-
íôùí áðü ãáóôñéêü êáñêßíï.



ÁÍÔÉÐÁÑÁÈÅÓÇ

104

ÂÉÂËÉÏÃÑÁÖÉÁ

1. International Agency for Research on Cancer. Schistosomes, liver flukes and Helico-
bacter pylori. IARC 1994; 61:177.

2. Whelan SL, Parkin DM, Masuyer E (Eds). Trends in cancer incidence and mortality.
IARC Scientific Publications, Lyon, France 1993. no.102

3. Blot WJ, Devesa SS, Kneller RW, et al. Rising incidence of adenocarcinoma of the
esophagus and gastric cardia. JAMA 1991; 265:1287.

4. Powell J, McConkey CC. Increasing incidence of adenocarcinoma of the gastric
cardia and adjacent sites. Br J Cancer 1990; 62:440.

5. Fuchs CS, Mayer RJ. Gastric carcinoma. N Engl J Med 1995; 333:32.
6. Correa P. Human gastric carcinogenesis: A multistep and multifactorial process. First

American Cancer Society Award Lecture on Cancer Epidemiology and Prevention.
Cancer Res 1992; 52:6735.

7. Sirurala M, Varis K, Wiljasalo M. Studies of patients with atrophic gastritis: A 10-15
year follow-up. Scand J Gastroenterol 1966; 1:40.

8. Kuipers EJ. Review article: Exploring the link between Helicobacter pylori and gastric
cancer. Aliment Pharmacol Ther 1999; 13 Suppl 1:3.

9. Parsonnet J, Vandersteen D, Goates J, et al. Helicobacter pylori infection in intestinal-
and diffuse-type gastric adenocarcinomas. J Natl Cancer Inst 1991; 83:640.

10. Guarner J, Mohar A, Parsonnet J, et al. The association between Helicobacter pylori
infection with gastric cancer and preneoplastic lesions in Chiapas, Mexico. Cancer
1993; 71:297.

11. Watanabe T, Tada M, Nagai H, et al. Helicobacter pylori infection induces gastric
cancer in mongolian gerbils. Gastroenterology 1998; 115:642.

12. An international association between Helicobacter pylori infection and gastric can-
cer. The EUROGAST Study Group. Lancet 1993; 341:1359.

13. Parsonnet J, et al. Helicobacter pylori infection and the risk of gastric carcinoma. N
Engl J Med 1991; 325:1127.

14. Nomura A et al. Helicobacter pylori infection and gastric carcinoma among Japanese
Americans in Hawaii. N Engl J Med 1991; 325:1132.

15. Forman D, Newell DG, Fullerton F, et al. Association between infection with Helico-
bacter pylori and risk of gastric cancer: Evidence from a prospective investigation. Br
Med J 1991; 302:1302.

16. Hansen S, Melby KK, Aase S, et al. Helicobacter pylori infection and risk of cardia
cancer and non-cardia gastric cancer. A nested case-control study. Scand J Gastroen-
terol 1999; 34:353.

17. Huang JQ, Sridhar S, Chen Y, Hunt RH. Meta-analysis of the relationship between
Helicobacter pylori seropositivity and gastric cancer. Gastroenterology 1998; 114:1169.

18. Eslick GD, Lim LL, Byles JE, et al. Association of Helicobacter pylori infection with
gastric carcinoma: A meta-analysis. Am J Gastroenterol 1999; 94:2373.

19. Hansson LE, Engstrand L, Nyren O, et al. Prevalence of Helicobacter pylori infection
in subtypes of gastric cancer. Gastroenterology 1995; 109:885.



105

ÅÉÍÁÉ ÔÏ ÅËÉÊÏÂÁÊÔÇÑÉÄÉÏ ÔÏÕ ÐÕËÙÑÏÕ ÁÉÔÉÏËÏÃÉÊÏÓ ÐÁÑÁÃÏÍÔÁÓ ÔÏÕ ÊÁÑÊÉÍÏÕ ÔÏÕ ÓÔÏÌÁ×ÏÕ; ÊÁÔÁ

20. Uemura N, Okamoto S, Yamamoto S, et al. Helicobacter pylori infection and the
development of gastric cancer. N Engl J Med 2001; 345:784.

21. Blaser MJ, Chyou PH, Nomura, A. Age of establishment of Helicobacter pylori
infection and gastric carcinoma, gastric ulcer, and duodenal ulcer risk. Cancer Res
1995; 55:562.

22. Yoshida N, Granger DN, Evans DJ Jr, et al. Mechanisms involved in Helicobacter
pylori-induced inflammation. Gastroenterology 1993; 105:1431.

23. Crabtree JE, Covacci A, Farmery SM, et al. Helicobacter pylori induced interleukin-
8 expression in gastric epithelial cells is associated with CagA-positive phenotype. J
Clin Pathol 1995; 48:41.

24. Crabtree JE, Wyatt JI, Sobala GM, et al. Systemic and mucosal humoral responses to
Helicobacter pylori in gastric cancer. Gut 1993; 34:1339.

25. Parsonnet J, Friedman GD, Orentreich N, Vogelman H. Risk for gastric cancer in
people with CagA positive or CagA negative Helicobacter pylori infection. Gut
1997; 40:297.

26. Huang JQ, Zheng GF, Sumanac K, et al. Meta-analysis of the relationship between
cagA seropositivity and gastric cancer. Gastroenterology 2003; 125:1636.

27. Xia HH, Talley NJ. Apoptosis in gastric epithelium induced by Çelicobacter pylori
infection: Implications in gastric carcinogenesis. Am J Gastroenterol 2001; 96:16.

28. Moss SF, Calam J, Agarwal B et al. Induction of gastric epithelial apoptosis by Helico-
bacter pylori. Gut 1996; 38:498.

29. Jones NL, Shannon PT, Yeger H, Sherman PM. Increase in proliferation and apoptosis
of gastric epithelial cells early in the natural history of Helicobacter pylori infection.
Am J Pathol 1997; 151:1695.

30. Wagner S, Beil W, Westermann J, et al. Regulation of gastric epithelial cell growth by
Helicobacter pylori: Evidence for a major role of apoptosis. Gastroenterology 1997;
113:1836.

31. Jones NL, Day AS, Jennings HA, Sherman, PM. Helicobacter pylori induces gastric
epithelial cell apoptosis in association with increased Fas receptor expression. Infect
Immun 1999; 67:4237.

32. Correa P, Miller MJ. Helicobacter pylori and gastric atrophy—cancer paradoxes [ed-
itorial; comment]. J Natl Cancer Inst 1995; 87:1731.

33. Lauwers GY, Scott GV, Hendricks J. Immunohistochemical evidence of aberrant Bcl-
2 protein expression in gastric epithelial dysplasia. Cancer 1994; 73:2900.

34. Peek RM Jr, Moss SF, Tham KT, et al. Helicobacter pylori cagA+ strains and dissoci-
ation of gastric epithelial cell proliferation from apoptosis. J Natl Cancer Inst 1997;
89:863.

35. El-Omar EM, Carrington M, Chow WH, et al. Interleukin-1 polymorphisms associat-
ed with increased risk of gastric cancer [In Process Citation]. Nature 2000; 404:398.

36. Hansson LE, Nyren O, Hsing AW et al. The risk of stomach cancer in patients with
gastric or duodenal ulcer disease. N Engl J Med 1996; 335:242.



ÁÍÔÉÐÁÑÁÈÅÓÇ

106

37. Tsugane S, Kabuto M, Imai H et al. Helicobacter pylori, dietary factors and atrophic
gastritis in five Japanese populations with different gastric cancer mortality. Cancer
Causes Control 1993; 4:297.

38. Azuma T, Ito S, Sato F, et al. The role of the HLA-DQA1 gene in resistance to
atrophic gastritis and gastric adenocarcinoma induced by Helicobacter pylori infec-
tion. Cancer 1998; 82:1013.

39. Rood JC, Ruiz B, Fontham, ET, et al. Helicobacter pylori-associated gastritis and the
ascorbic acid concentration in gastric juice. Nutr Cancer 1994; 22:65.

40. Inoue M, Tajima K, Yamamura Y, et al. Family history and subsite of gastric cancer:
Data from a case-referent study in Japan. Int J Cancer 1998; 76:801.

41. Brenner H, Arndt V, Sturmer T, et al. Individual and joint contribution of family
history and Helicobacter pylori infection to the risk of gastric carcinoma. Cancer
2000; 88:274.

42. El-Omar EM, Oien K, Murray LS, et al. Increased prevalence of precancerous chang-
es in relatives of gastric cancer patients: critical role of H. pylori. Gastroenterology
2000; 118:22.

43. Ruiz B, Correa P, Fontham ET, et al. Antral atrophy, Helicobacter pylori colonization,
and gastric pH. Am J Clin Pathol 1996; 105:96.

44. Lynch DA, Mapstone NP, Clarke, AM, et al. Cell proliferation in Helicobacter pylori
associated gastritis and the effect of eradication therapy. Gut 1995; 36:346.

45. Uemura M, Mukai T, Okamoto S, et al. Effect of Helicobacter pylori eradication on
subsequent development of cancer after endoscopic resection of early gastric can-
cer. Cancer Epidemiol Biomarkers Prev 1997; 6:639.

46. Ohkusa T, Fujiki K, Takashimizu I, et al. Improvement in atrophic gastritis and intesti-
nal metaplasia in patients in whom Helicobacter pylori was eradicated. Ann Intern
Med 2001; 134:380.

47. van der Hulst RW, Van der Ende A, Dekker FW, et al. Effect of Helicobacter pylori
eradication on gastritis in relation to cagA: A prospective 1-year follow-up study.
Gastroenterology 1997; 113:25.

48. Sung JY, Lin SR, Ching JY, et al. Atrophy and intestinal metaplasia one year after cure
of H. pylori infection: a prospective, randomized study. Gastroenterology 2000;119:7.

49. Wong BC, Lam SK, Wong WM, et al. Helicobacter pylori eradication to prevent
gastric cancer in a high-risk region of China: a randomized controlled trial. JAMA
2004; 291:187.

50. Parsonnet J, Harris RA, Hack HM, Owens DK. Modelling cost-effectiveness of Heli-
cobacter pylori screening to prevent gastric cancer: A mandate for clinical trials.
Lancet 1996; 348:150.

51. Fendrick AM, Chernew ME, Hirth RA, et al. Clinical and economic effects of popu-
lation-based Helicobacter pylori screening to prevent gastric cancer. Arch Intern
Med 1999; 159:142.


