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Ç ãáóôñïïéóïöáãéêÞ ðáëéíäñïìéêÞ íüóïò (ÃÏÐÍ)

åßíáé ìéá óõ÷íüôáôç ðÜèçóç, ðïõ áöïñÜ ðåñßðïõ 30%

ôïõ ãåíéêïý ðëçèõóìïý êáé Ý÷åé ùò ÷áñáêôçñéóôéêü óýì-

ðôùìá ôïí ïðéóèïóôåñíéêü êáýóï. Õðü ôïí üñï ÃÏÐÍ

óõìðåñéëáìâÜíïíôáé (á) áóèåíåßò ìå ïñãáíéêÝò âëÜâåò

áðü ôç ãáóôñïïéóïöáãéêÞ ðáëéíäñüìçóç (ÃÏÐ), üðùò

ïéóïöáãßôéäá, âñïã÷ïðíåõìïíéêÝò åðéðëïêÝò, ìç êáñäéá-

êüò èùñáêéêüò ðüíïò ê.ëð., êáé (â) áóèåíåßò ÷ùñßò ïñ-

ãáíéêÝò âëÜâåò, áëëÜ ìå óõìðôþìáôá ÃÏÐ ôÝôïéá ðïõ

íá åðçñåÜæïõí áñíçôéêÜ ôçí ðïéüôçôá æùÞò ôïõò.

Ç áíôéìåôþðéóç ôçò ÃÏÐÍ ìðïñåß íá ãßíåé (á) ìÝóù

äéüñèùóçò ôùí ðáèïãåíåôéêþí ìç÷áíéóìþí ôçò ÃÏÐ,

äçëáäÞ ìÝóù ìåßùóçò ôçò óõ÷íüôçôáò ôùí ðáñïäéêþí

÷áëÜóåùí ôïõ êáôþôåñïõ ïéóïöáãéêïý óöéãêôÞñá Þ êáé

âåëôßùóçò ôçò êÜèáñóçò ôïõ ïéóïöáãéêïý áõëïý, åßôå

(â) ìÝóù êáôáóôïëÞò ôçò ãáóôñéêÞò Ýêêñéóçò ôïõ HCl,

ðïõ ìáæß ìå ôçí ðåøßíç èåùñïýíôáé ôá êýñéá óõóôáôéêÜ

ôïõ ãáóôñéêïý ðåñéå÷ïìÝíïõ ðïõ åõèýíïíôáé ãéá ôçí

ðñüêëçóç ôùí óõìðôùìÜôùí êáé ôùí éóôïëïãéêþí áë-

ëïéþóåùí ôçò ÃÏÐÍ.1 Ìå äåäïìÝíï üôé äåí õðÜñ÷ïõí

áðïôåëåóìáôéêÜ öÜñìáêá ãéá ôïí ðåñéïñéóìü ôçò ðáëéí-

äñüìçóçò, ç öáñìáêåõôéêÞ èåñáðåßá ôçò ÃÏÐÍ âáóßæå-

ôáé óôçí êáôáóôïëÞ ôçò Ýêêñéóçò ôïõ ãáóôñéêïý ïîÝïò,

ðïõ óõíÞèùò åðéôõã÷Üíåé óõìðôùìáôéêÞ áíáêïýöéóç ôïõ

áóèåíïýò, áëëÜ êáé åðïýëùóç ôùí éóôïëïãéêþí âëáâþí

ôïõ ïéóïöáãéêïý âëåííïãüíïõ.1 Ç öáñìáêåõôéêÞ áíôé-

ìåôþðéóç ôçò ÃÏÐÍ áñ÷ßæåé óõíÞèùò ìå âÜóç ìüíï ôá

óõìðôþìáôá ôïõ áóèåíïýò, ÷ùñßò áñ÷éêÜ ãáóôñïóêüðç-

óç êáé âáóßæåôáé óÞìåñá êõñßùò óôç ÷ïñÞãçóç áíáóôï-

ëÝùí áíôëßáò ðñùôïíßùí (ÑÑÉs) Þ, óå Þðéåò ìïñöÝò ôçò,

åíáëëáêôéêÜ, óôç ÷ïñÞãçóç áíôáãùíéóôþí õðïäï÷Ýùí

éóôáìßíçò ôýðïõ 2 (H
2
RAs).2 Ç óõìðôùìáôéêÞ áíôáðü-

êñéóç óôïõò PPIs áðïôåëåß êáé éó÷õñü äéáãíùóôéêü êñé-

ôÞñéï õðÝñ ôçò ïñèüôçôáò ôçò äéÜãíùóçò ôçò ÃÏÐÍ.2

Áðü ôéò áíáëýóåéò äåäïìÝíùí äéáöüñùí ìåëåôþí Ý÷åé

äåé÷èåß üôé ç áíôéåêêñéôéêÞ èåñáðåßá ãéá ÃÏÐÍ åßíáé

áðïôåëåóìáôéêÞ, åöüóïí äéáôçñåß ôï pH ôïõ ãáóôñéêïý

õãñïý ìåãáëýôåñï áðü 4 ãéá ðåñéóóüôåñåò áðü 20 þñåò

ôçí çìÝñá.3 Ôï éäáíéêü pH ãéá êÜèå áóèåíÞ ìå ÃÏÐÍ

äåí ìðïñåß íá êáèïñéóôåß åðáêñéâþò, áëëÜ åßíáé ðëÝïí

óáöÝò üôé óõíÞèùò äåí áðáéôåßôáé ðëÞñçò á÷ëùñõäñßá.1

Ðñüóöáôåò ìåëÝôåò pHìåôñßáò, üìùò, Ýäåéîáí üôé ç ÷ï-

ñÞãçóç ÑÑÉs áêüìç êáé óå õøçëÝò äüóåéò (äýï öïñÝò

çìåñçóßùò) äåí åðéôõã÷Üíåé ðÜíôïôå ìüíéìç êáôáóôïëÞ

ôçò Ýêêñéóçò HCl êáé üôé ó÷åôßæåôáé ìå öáéíüìåíá äéá-

öõãÞò ïîÝïò (ðáñïõóßá pH<4 óôï ãáóôñéêü õãñü ãéá

ôïõëÜ÷éóôïí 1 þñá), ðïõ åßíáé åíôïíüôåñá êáôÜ ôéò íõ-

êôåñéíÝò þñåò (íõêôåñéíÞ äéáöõãÞ ïîÝïò).4,5 Åéäéêüôåñá,

íõêôåñéíÞ äéáöõãÞ ïîÝïò ðáñáôçñÞèçêå óå ðåñéóóüôå-

ñï áðü 75% ôùí áóèåíþí ìå ÃÏÐÍ êáé óôï 35–70%

ôùí õãéþí åèåëïíôþí õðü äéðëÞ äüóç ïìåðñáæüëçò Þ

ëáíóïðñáæüëçò êáé çìåñÞóéá äéáöõãÞ ïîÝïò ìüíï óå

20–45% ôùí ðåñéðôþóåùí.4,5 Åðéðñüóèåôá, ðáëéíäñüìç-

óç üîéíïõ ãáóôñéêïý õãñïý óôïí ïéóïöÜãï êáôÜ ôç äéÜñ-

êåéá ôïõ íõêôåñéíïý ýðíïõ öáßíåôáé üôé åìöáíßæåôáé óå

ðåñßðïõ 50% ôùí áóèåíþí ìå ÃÏÐÍ êáé íõêôåñéíÞ äéá-

öõãÞ ïîÝïò õðü PPIs, áëëÜ óå ëéãüôåñï áðü 15% ôùí

õãéþí åèåëïíôþí.6 Ïé ôåëåõôáßåò ðáñáôçñÞóåéò åßíáé

âÝâáéá åýëïãåò, áöïý ïé áóèåíåßò ìå ÃÏÐÍ Ý÷ïõí óõ-

íÞèùò ôéò ðñïûðïèÝóåéò ðïõ åõíïïýí ôç ÃÏÐ. Åéäéêüôå-

..................................................................................................... .....................................................
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ñá, óå áóèåíåßò ìå ÃÏÐÍ êáé íõêôåñéíÞ äéáöõãÞ ïîÝïò

õðü PPIs, äéáôáñá÷Ýò ðïõ åõíïïýí ôç ÃÏÐ [äéáôáñá÷Ýò

êéíçôéêüôçôáò óþìáôïò ïéóïöÜãïõ, ÷áìçëÞ (<10 mmHg)

ðßåóç êáôþôåñïõ ïéóïöáãéêïý óöéãêôÞñá] Ý÷ïõí âñåèåß

óçìáíôéêÜ óõ÷íüôåñá óå åêåßíïõò ìå íõêôåñéíÞ ðáëéí-

äñüìçóç ïîÝïò óôïí ïéóïöÜãï áð’ ü,ôé ó’ áõôïýò ÷ùñßò

ôçí áíùôÝñù äéáôáñá÷Þ.7 Áîßæåé íá óçìåéùèåß üôé ç íõ-

êôåñéíÞ äéáöõãÞ ïîÝïò óõìâáßíåé êáôÜ ôçí ðåñßïäï ðïõ

ïé ðñïóôáôåõôéêïß ìç÷áíéóìïß ôïõ ïéóïöÜãïõ, üðùò ç

ðáñáãùãÞ óéÝëïõ êáé ç êéíçôéêüôçôá ôïõ óþìáôïò ôïõ

ïéóïöÜãïõ, åëáôôþíïíôáé óçìáíôéêÜ.

ÄéÜöïñåò ìåëÝôåò Ý÷ïõí äåßîåé üôé ç ðñïóèÞêç ñáíéôé-

äßíçò ðñéí áðü ôç âñáäéíÞ êáôÜêëéóç (ìå ôáõôü÷ñïíç

óõíÝ÷éóç ôùí PPIs) áðïôåëåß ôç ìüíç áðïôåëåóìáôéêÞ

èåñáðåõôéêÞ ðáñÝìâáóç ãéá ôçí áíôéìåôþðéóç ôçò íõ-

êôåñéíÞò äéáöõãÞò ïîÝïò. Åéäéêüôåñá, óå áñ÷éêÞ ôõöëÞ

ôõ÷áéïðïéçìÝíç ìåëÝôç óå 12 õãéåßò åèåëïíôÝò õðü äé-

ðëÞ äüóç ïìåðñáæüëçò, äåß÷èçêå üôé ç ðñïóèÞêç ñáíéôé-

äßíçò óå äüóç 150 mg Þ 300 mg ðñéí áðü ôï âñáäéíü

ýðíï õðåñôåñåß óçìáíôéêÜ ùò ðñïò ôçí åëÜôôùóç ôçò

óõ÷íüôçôáò ôçò íõêôåñéíÞò äéáöõãÞò ïîÝïò óå ó÷Ýóç ìå

ôçí ðñïóèÞêç ôñßôïõ äéóêßïõ ïìåðñáæüëçò 20 mg Þ

placebo.8 Ðáñüìïéá åõñÞìáôá åëÜôôùóçò ôçò óõ÷íüôçôáò

ôçò íõêôåñéíÞò äéáöõãÞò ïîÝïò ìåôÜ ôçí ðñïóèÞêç H
2
RA

áíáöÝñèçêáí óôç óõíÝ÷åéá êáé óå áóèåíåßò ìå ÃÏÐÍ.9

Ç õðåñï÷Þ ôçò ðñïóèÞêçò H
2
RAs (ñáíéôéäßíçò) Ýíá-

íôé ôùí PPIs (ïìåðñáæüëçò) óôçí åëÜôôùóç ôçò íõêôåñé-

íÞò äéáöõãÞò ïîÝïò ßóùò íá ó÷åôßæåôáé ìå ôç äéáöïñå-

ôéêÞ öáñìáêïêéíçôéêÞ êáé ôï äéáöïñåôéêü ôñüðï äñÜóçò

ôùí äýï áõôþí êáôçãïñéþí öáñìÜêùí. Ç ìÝãéóôç óõ-

ãêÝíôñùóç óôï ðëÜóìá ãéá ôç ñáíéôéäßíç åðéôõã÷Üíåôáé

óå 1–3 þñåò êáé ç äéÜñêåéá äñÜóçò ôçò öèÜíåé ìÝ÷ñé

ôéò 12 þñåò. Áíôßèåôá, ï ÷ñüíïò çìßóåéáò æùÞò ôçò ïìå-

ðñáæüëçò åßíáé áñêåôÜ ìéêñüôåñïò, éäéáßôåñá óå Üôïìá

ìå ôá÷ý ìåôáâïëéóìü ôïõ öáñìÜêïõ, åíþ ç ïìåðñáæüëç,

üðùò êáé üëïé ïé PPIs, ÷ñåéÜæåôáé åíåñãïðïéçìÝíåò áí-

ôëßåò ðñùôïíßùí ãéá íá áíáäåßîåé ôçí éó÷õñÞ áíôéåêêñé-

ôéêÞ ôçò äñÜóç. ¸ôóé, åßíáé ðéèáíü íá ìçí õðÜñ÷ïõí

áñêåôÝò åíåñãïðïéçìÝíåò áíôëßåò ðñùôïíßùí êáôÜ ôéò

ðñþôåò âñáäéíÝò þñåò (áðïõóßá ðñüóöáôïõ ãåýìáôïò),

ãéá íá äåóìåõèïýí áðü ôá õøçëÜ åðßðåäá ôçò âñáäéíÞò

äüóçò ôïõ PPI, êáé íõêôåñéíÞ äéáöõãÞ ïîÝïò íá åìöá-

íßæåôáé üôáí åëáôôþíïíôáé ôá åðßðåäá ôïõ PPI.

Ç íõêôåñéíÞ äéáöõãÞ ïîÝïò õðü PPIs Ý÷åé éäéáßôåñç

óçìáóßá óå áóèåíåßò ìå áíèåêôéêÜ óõìðôþìáôá ÃÏÐÍ,

áëëÜ êáé óå åêåßíïõò ìå óïâáñÞ ïéóïöáãßôéäá, ïéóïöÜ-

ãï Barrett Þ åîùïéóïöáãéêÝò åðéðëïêÝò ôçò ÃÏÐÍ, äç-

ëáäÞ óôéò ïìÜäåò áóèåíþí üðïõ åßíáé åðéèõìçôÞ ç å-

íôïíüôåñç êáôáóôïëÞ ôçò ãáóôñéêÞò Ýêêñéóçò. Èá ðñÝ-

ðåé âÝâáéá íá ôïíéóèåß üôé óå êÜèå áóèåíÞ ìå áíèåêôéêÞ

ÃÏÐÍ ðñþôá åëÝã÷åôáé ç óùóôÞ ëÞøç ôïõ PPI, ðïõ

åßíáé ðñéí áðü ôï ðñùéíü ãåýìá, êáé óôç óõíÝ÷åéá ÷ïñç-

ãåßôáé äéðëÞ äüóç ÑÑÉ (äåýôåñç äüóç ðñéí áðü ôï äåß-

ðíï) äïêéìáóôéêÜ ãéá ôïõëÜ÷éóôïí äýï åâäïìÜäåò. Åöü-

óïí ôá óõìðôþìáôá åðéìÝíïõí, ç ðñïóèÞêç H
2
RA ðñéí

áðü ôï âñáäéíü ýðíï ßóùò âïçèÞóåé, áíôéìåôùðßæïíôáò

êáëýôåñá ôç íõêôåñéíÞ äéáöõãÞ ïîÝïò. Åíôïýôïéò, äåß÷-

èçêå ðïëý ðñüóöáôá üôé áíáðôýóóåôáé óýíôïìá (ôïõëÜ-

÷éóôïí ìåôÜ áðü äéÜóôçìá ìßáò åâäïìÜäáò) áíï÷Þ óôçí

êáèçìåñéíÞ ëÞøç ñáíéôéäßíçò, ìå áðïôÝëåóìá íá ìçí

åìöáíßæåôáé ðëÝïí ç åõåñãåôéêÞ åðßäñáóÞ ôçò óôç íõ-

êôåñéíÞ äéáöõãÞ ïîÝïò.10 ̧ ôóé, ç ïñèüôåñç ðéèáíüí óôñá-

ôçãéêÞ áíôéìåôþðéóçò ôïõ öáéíïìÝíïõ ôçò íõêôåñéíÞò

äéáöõãÞò ïîÝïò íá åßíáé ç êáô’ åðßêëçóç ëÞøç ñáíéôéäß-

íçò Þ Üëëïõ H
2
RA, äçëáäÞ ëÞøç ôïõ öáñìÜêïõ ìüíï

óå ðåñßðôùóç ðïõ áíáìÝíåôáé Ýíôïíç ðáëéíäñüìçóç

ãáóôñéêïý ðåñéå÷ïìÝíïõ, üðùò ìåôÜ áðü âñáäéíÜ ìåãÜ-

ëá ëéðáñÜ ãåýìáôá Þ âñáäéíÞ êáôáíÜëùóç áëêïïëïý-

÷ùí ðïôþí. ÐÜíôïôå âÝâáéá èá õðÜñ÷ïõí êáé ëßãïé á-

óèåíåßò ìå ÃÏÐÍ ðïõ äåí áíôáðïêñßíïíôáé óôç öáñìá-

êåõôéêÞ èåñáðåßá êáé ïé ïðïßïé áðïôåëïýí õðïøÞöéïõò

ãéá áíôéðáëéíäñïìéêÞ (÷åéñïõñãéêÞ Þ ðñüóöáôá êáé åí-

äïóêïðéêÞ) åðÝìâáóç, áöïý åðáíåêôéìçèïýí óùóôÜ ìå

åíäïóêüðçóç, ìáíïìåôñßá êáé pHìåôñßá ïéóïöÜãïõ.

ABSTRACT
................................................................................................................................................................................

Gastro-esophageal reflux disease and nocturnal gastric acid breakthrough
 G.V. PAPATHEODORIDIS

2nd Academic Department of Medicine, Hippokration General Hospital, Athens, Greece

Archives of Hellenic Medicine 2002, 19(6):665–667

Gastro-esophageal reflux disease (GERD) is a disease of high prevalence which presents with heartburn and/

or acid regurgitation. GERD may include patients with or without esophagitis or other organic complications.

The management of GERD is currently based on the antisecretory agents which suppress gastric acid secretion
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resulting in both symptomatic relief and healing of possible lesions of the esophageal mucosa. GERD treatment

includes proton pump inhibitors (PPIs) or, alternatively for mild cases, histamine type-2 receptor antagonists

(H
2
RAs). Even high dosage ÑÑÉs therapy cannot achieve complete suppression of acid secretion and is associ-

ated with acid breakthrough phenomena observed more frequently in bed. In particular, nocturnal gastric acid

breaktrhough has been observed in about 3/4 of GERD patients under PPIs, with gastro-esophageal acid reflux

developing in half of them. Various studies suggest that the addition of ranitidine, a H
2
RA, before bedtime in

patients receiving PPI twice daily is the only effective therapy, at least on a demand basis, for nocturnal acid

breakthrough. In clinical practice, nocturnal acid breakthrough phenomena under PPIs are particularly impor-

tant for patients with refractory symptoms or for those requiring greater degrees of acid suppression, such as

patients with severe esophagitis, Barrett’s esophagus, or atypical extraesophageal GERD manifestations.
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