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íÝùí åíçëßêùí

Ç èåñáðåßá ôçò ïîåßáò ìõåëïãåíïýò ëåõ÷áéìßáò (ÏÌË) ðåñéëáìâÜíåé áñ-
÷éêÜ ôçí áãùãÞ ìå êõôôáñïôïîéêÜ ÷çìåéïèåñáðåõôéêÜ, ìå óôü÷ï ôçí
åêñßæùóç ôùí êáêïÞèùí êõôôÜñùí êáé ôçí áðïêáôÜóôáóç öõóéïëïãéêÞò
áéìïðïßçóçò áðü ôá õðïëåéììáôéêÜ õãéÞ áñ÷Ýãïíá áéìïðïéçôéêÜ êýôôá-
ñá. Áêïëïýèùò, ÷ïñçãåßôáé ç èåñáðåßá åíßó÷õóçò ãéá åêñßæùóç ôùí ëåõ-
÷áéìéêþí êõôôÜñùí ðïõ äåí åßíáé áíé÷íåýóéìá ìïñöïëïãéêÜ. Ç èåñáðåßá
áõôÞ ðåñéëáìâÜíåé åßôå õøçëÝò äüóåéò áñáóõôßíçò, åßôå áõôüëïãç ìåôá-
ìüó÷åõóç, åßôå áëëïãåíÞ ìåôáìüó÷åõóç. Åðéóçìáßíåôáé ç ðñïãíùóôéêÞ
áîßá ãéá ôçí Ýêâáóç ôçò íüóïõ êáôåîï÷Þí ôçò çëéêßáò, ôïõ êõôôáñïãåíå-
ôéêïý ôýðïõ êáé ôùí äéáôáñá÷þí óå ìïñéáêü åðßðåäï, ìå êýñéïõò åêðñï-
óþðïõò ôïõò áíáóôáëôÝò ôçò ôõñïóßíçò êéíÜóçò FLT-3 êáé c-KIT. Ç Ýêâá-
óç óôçí ÏÌË ôùí åíçëßêùí åîáñôÜôáé êõñßùò áðü ôçí çëéêßá ôïõ áóèå-
íïýò, ôçí Ýíôáóç ôçò èåñáðåßáò ìåôÜ ôçí ýöåóç, ôïí êáñõüôõðï êáé ôï
ìïñéáêü öáéíüôõðï. Áñ÷éêÜ, ç ôáîéíüìçóç êáôÜ FAB âáóßóôçêå óôá ìïñ-
öïëïãéêÜ ÷áñáêôçñéóôéêÜ êáé óôç óõíÝ÷åéá, ç ôáîéíüìçóç êáôÜ WHO Ýêáíå
óõó÷Ýôéóç ìïñöïëïãéêþí, êõôôáñï÷çìéêþí, áíïóïöáéíïôõðéêþí, êáñõ-
ïôõðéêþí êáé ìïñéáêþí ãíùñéóìÜôùí ìå ôá êëéíéêÜ åõñÞìáôá. Ç
âåëôßùóç óôçí Ýêâáóç ôçò íüóïõ ïöåßëåôáé óôçí åðéôõ÷Ýóôåñç õðïóôç-
ñéêôéêÞ áãùãÞ, óôçí åíôáôéêÞ ÷çìåéïèåñáðåßá ìåôÜ ôçí ýöåóç êáé óôçí
áõôüëïãç êáé áëëïãåíÞ ìåôáìüó÷åõóç áñ÷Ýãïíùí áéìïðïéçôéêþí êõô-
ôÜñùí. Ôá ôåëåõôáßá ÷ñüíéá, ç âåëôßùóç ôçò ÷çìåéïèåñáðåßáò Ý÷åé ðåôý-
÷åé áðïôåëÝóìáôá åöÜìéëëá ìå áõôÜ ôùí ìåôáìïó÷åýóåùí, ôüóï óôçí
ôåëéêÞ üóï êáé óôçí åëåýèåñçò íüóïõ åðéâßùóç.

1. ÅÉÓÁÃÙÃÇ

ÉóôïñéêÜ, ç ôáîéíüìçóç êáé èåñáðåßá ôçò ïîåßáò ìõå-

ëïãåíïýò ëåõ÷áéìßáò (ÏÌË) Ý÷åé âáóéóôåß óå ìïñöïëï-

ãéêÜ êáé êëéíéêÜ êñéôÞñéá. Ç ôáîéíüìçóç êáôÜ FAB

(French-American-British) êáèéÝñùóå ïìïéïãåíÞ ìïñöï-

ëïãéêÜ äéáãíùóôéêÜ êñéôÞñéá.1

H áíáãíþñéóç ôçò óçìáóßáò ôïõ êáñõïôýðïõ óôçí

Ýêâáóç ôçò íüóïõ ïäÞãçóå óôç íÝá ôáîéíüìçóç êáôÜ

WHO (Word Health Organization), üðïõ óôá êëéíéêÜ

ãíùñßóìáôá2 Ýãéíå åíóùìÜôùóç ìïñöïëïãéêþí, êõôôá-

ñï÷çìéêþí, áíïóïúóôï÷çìéêþí, êáñõïôõðéêþí êáé ìï-

ñéáêþí-ãåíåôéêþí ÷áñáêôçñéóôéêþí.

Åßíáé áîéïóçìåßùôï üôé ìåñéêïß áðü ôïõò áóèåíåßò ìå

ÏÌË, åíþ äåí ðáñïõóéÜæïõí áíé÷íåýóéìåò êáñõïôõðé-

êÝò áíùìáëßåò, åßíáé äõíáôü íá Ý÷ïõí ìïñéáêÝò áëëïéþ-

óåéò, üðùò áõôÝò ðïõ åìðëÝêïõí ôï ãïíßäéï MLL.3 Ïé

áíáäéáôÜîåéò ôïõ ãïíéäßïõ MLL åìöáíßæïõí ïìïéïãÝ-

íåéá êáé ÷áñáêôçñßæïõí Ýíá ìïíáäéêü ôýðï ïîåßáò ëåõ-

÷áéìßáò, äéáêñéôü áðü ôçí OMË êáé ôçí ïîåßá ëåìöï-

âëáóôéêÞ ëåõ÷áéìßá (ALL). ÐñÜãìáôé, áñêåôÜ ãïíßäéá,

óõìðåñéëáìâáíïìÝíïõ ôïõ FLT3, Ý÷ïõí ôáõôïðïéçèåß íá

óõíäõÜæïíôáé ìüíï óå ðåñéðôþóåéò üðïõ óõíåêöñÜæï-

íôáé ìå ôï MLL.

Ç èåñáðåßá ôçò ÏÌË ðåñéëáìâÜíåé ôç ÷ïñÞãçóç

êõôôáñïôïîéêÞò ÷çìåéïèåñáðåßáò ãéá ôçí åêñßæùóç ôùí

êáêïÞèùí êõôôÜñùí êáé ôç äçìéïõñãßá óõíèçêþí áðï-

êáôÜóôáóçò ôçò öõóéïëïãéêÞò áéìïðïßçóçò áðü ôá õðï-

ëåéììáôéêÜ áñ÷Ýãïíá áéìïðïéçôéêÜ êýôôáñá. Ðåñßðïõ ôï

50–75% ôùí åíçëßêùí ìå ÏÌË åðéôõã÷Üíïõí ðëÞñç

ýöåóç (complete remission, CR) ìå áñáóõôßíç êáé ìéá

áíèñáêõêëßíç.4 Eíôïýôïéò, ç ðëåéïíüôçôá ôùí áóèåíþí

óôáäéáêÜ õðïôñïðéÜæïõí ëüãù áíáæùðýñùóçò êáé áíÜ-

ðôõîçò åê íÝïõ ôùí õðïëåéììáôéêþí ëåõ÷áéìéêþí êõôôÜ-
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ñùí. ÐñÜãìáôé, ï üñïò CR ðáñáìÝíåé ìéá áäñÞ åêôßìç-

óç ôçò åðéôõ÷ïýò èåñáðåßáò, áöïý ç ðëåéïíüôçôá ôùí

áóèåíþí ðïõ ôáîéíïìÞèçêáí ùò CR èá õðïôñïðéÜóïõí.

Áðü ôïõò áóèåíåßò ðïõ åðéôõã÷Üíïõí ðñþôç ðëÞñç ýöåóç

(CR1), ìüíï ôï 20–30% áðïëáìâÜíåé ìáêñÜ åðéâßùóç

åëåýèåñç íüóïõ (disease free survival, DFS), ðáñÜ ôçí

åíôáôéêÞ èåñáðåßá åíßó÷õóçò (consolidation). Óå áíÜëõ-

óç ôçò Ýêâáóçò 1400 áóèåíþí ðÝíôå êëéíéêþí ìåëåôþí

áðü ôçí ECOG (Eastern Cooperative Oncology Group),

üðïõ óôçí Ýöïäï äüèçêå áãùãÞ ìå íôáïõíïñïõìðéóßíç

êáé áñáóõôßíç êáé áõîçìÝíçò Ýíôáóçò èåñáðåßá åíßó÷õ-

óçò, ôï 67% ðÝôõ÷å CR, áëëÜ ôï 76% õðïôñïðßáóå Þ

êáôÝëçîå.5 Ç ðåíôáåôÞò óõíïëéêÞ åðéâßùóç (overall

survival, OS) êõìÜíèçêå áðü 9–33% ãéá áóèåíåßò çëé-

êßáò <55 åôþí, áëëÜ ìüíï 6–15% ãéá çëéêßåò >55 åôþí.

Ç ìåëÝôç SAKK (Swiss Group for Clinical Cancer

Research) êáôÝäåéîå üôé, ðñÜãìáôé, Ýíáò ìïíÞñçò êý-

êëïò ÷çìåéïèåñáðåßáò åíßó÷õóçò ìå HiDAC õðåñÝ÷åé ôïõ

åíüò êýêëïõ èåñáðåßáò åíßó÷õóçò ìå óõìâáôéêÞ (standard)

èåñáðåßá áñáóõôßíçò êáé íôáïõíïñïõìðéóßíçò.6

H ìåëÝôç CALGB (Cancer and Leukemia Group B)

êáôÝäåéîå üôé ç ÷ïñÞãçóç ðïëëáðëþí êýêëùí ðïëý

åíôáôéêÞò èåñáðåßáò åíßó÷õóçò õøçëþí äüóåùí áñá-

óõôßíçò (HiDAC 3 g/m2) ðÝôõ÷å óõíå÷éæüìåíåò ðëÞñåéò

õöÝóåéò ãéá 4 ÷ñüíéá óå áóèåíåßò êÜôù ôùí 61 åôþí,

óå ðïóïóôü 44%.4

ÓõíïðôéêÜ, ïé ðñïáíáöåñèåßóåò ìåëÝôåò ôåêìçñßùóáí

ôç óçìáóßá ôçò çëéêßáò êáé ôçò åíôáôéêÞò èåñáðåßáò

åíßó÷õóçò, ìåôÜ ôç èåñáðåßá åöüäïõ, ãéá ôçí Ýêâáóç

ôçò ÏÌË ôùí åíçëßêùí.

ÓõìðåñáóìáôéêÜ, ç âåëôßùóç ôçò Ýêâáóçò ôçò ÏÌË

ïöåßëåôáé óôçí êáëýôåñç õðïóôçñéêôéêÞ áãùãÞ, óôçí

åíôáôéêïðïéçìÝíç ÷çìåéïèåñáðåßá ìåôÜ ôçí ýöåóç êáé

óôçí áíÜðôõîç ôçò ìåôáìüó÷åõóçò ôùí áñ÷Ýãïíùí áé-

ìïðïéçôéêþí êõôôÜñùí. Ëüãù ôçò èåñáðåõôéêÞò éäéáéôåñü-

ôçôáò ôçò ïîåßáò ìõåëïãåíïýò ëåõ÷áéìßáò ôùí õðåñçëß-

êùí êáé ôçò ðñïìõåëïêõôôáñéêÞò ëåõ÷áéìßáò (Ì3), ïé

ìïñöÝò áõôÝò äåí èá óõìðåñéëçöèïýí óôçí ðáñïýóá

áíáóêüðçóç.

2. ÈÅÑÁÐÅÕÔÉÊÅÓ ÐÑÏÓÅÃÃÉÓÅÉÓ

2.1. Èåñáðåßá åöüäïõ (remission induction)

H éäåþäçò èåñáðåßá åöüäïõ åßíáé áõôÞ ðïõ åðéôõã÷Ü-

íåé CR óôïí ðñþôï êýêëï åöüäïõ êáé ìÜëéóôá óå õøçëü

ðïóïóôü áóèåíþí ìå ÏÌË. ÅðéðñïóèÝôùò, ç åðßôåõîç

CR1 åßíáé ðñïáðáéôïýìåíï ãéá ìáêñÜ DFS êáé OS.

Ç èåñáðåßá áóèåíþí ìå ÏÌË ðåñéëáìâÜíåé ôç èåñá-

ðåßá åöüäïõ (remission induction) êáé ôç èåñáðåßá åíß-

ó÷õóçò ìåôÜ ôçí ýöåóç (post-remission therapy). H óõ-

íÝñãåéá ìåôáîý íôáïõíïñïõìðéóßíçò êáé áñáóõôßíçò åßíáé

ôåêìçñéùìÝíç êáé ðåéñáìáôéêÜ.7

Ç CALGB ôåêìçñßùóå üôé ç èåñáðåßá ìå 3 çìÝñåò

íôáïõíïñïõìðéóßíç êáé 7 çìÝñåò áñáóõôßíç óõíäõÜæå-

ôáé ìå êáëýôåñç Ýêâáóç áðü ü,ôé ç èåñáðåßá ìå 2 êáé 5

çìÝñåò, áíôßóôïé÷á, åíþ ç ÷ïñÞãçóç ôçò áñáóõôßíçò

ãéá 10 çìÝñåò äåí õðåñÝ÷åé áõôÞò ôùí 7 çìåñþí.8 Ç

äïóïëïãßá ôùí 30 mg/m2 íôáïõíïñïõìðéóßíçò åßíáé

õðïäåÝóôåñçò áðïôåëåóìáôéêüôçôáò ôçò áíôßóôïé÷çò ôùí

45 mg/m2 óå áóèåíåßò êÜôù ôùí 60 åôþí êáé ëéãüôåñï

ôïîéêÞ ôùí 30 mg/m2 áäñéáìõêßíçò. TåëéêÜ, ç äïóïëï-

ãßá 100 mg/m2 áñáóõôßíçò åßíáé åîßóïõ äñáóôéêÞ ìå

áõôÞ ôùí 200 mg/m2.9 EðïìÝíùò, ç óõíçèÝóôåñç óýã-

÷ñïíç ÷çìåéïèåñáðåßá åöüäïõ óôçí ÏÌË ôùí åíçëß-

êùí åßíáé ç åíäïöëÝâéá (IV) ÷ïñÞãçóç íôáïõíïñïõìðé-

óßíçò 45 mg/m2 ãéá 3 çìÝñåò êáé áñáóõôßíçò 100 mg/

m2 óå óõíå÷Þ Ýã÷õóç ãéá 7 çìÝñåò. Ìå ôåêìçñéùìÝíç

ôçí õðåñï÷Þ ôïõ áíùôÝñù óõíäõáóìïý ÷çìåéïèåñáðåõ-

ôéêþí öáñìÜêùí, ãßíïíôáé ðñïóðÜèåéåò äéåñåýíçóçò

óôñáôçãéêþí âåëôßùóçò ôùí ðïóïóôþí CR, åßôå ÷ñçóé-

ìïðïéþíôáò åíáëëáêôéêÝò áíèñáêõêëßíåò, åßôå ðñïóèÝ-

ôïíôáò êáé Üëëá öÜñìáêá, üðùò åôïðïóßäç, åßôå ÷ïñç-

ãþíôáò õøçëÝò äüóåéò áñáóõôßíçò (HiDAC).10 Ç SWOG

(Southwest Oncology Group) Ý÷åé åñåõíÞóåé ôéò HiDAC

Ýíáíôé ôçò óõìâáôéêÞò 7+3 èåñáðåßáò, ôüóï óôç èåñá-

ðåßá åöüäïõ üóï êáé óôç èåñáðåßá åíßó÷õóçò óå áóèå-

íåßò ìå íåïäéáãíùóèåßóá ÏÌË. Óýìöùíá ìå ôá áðïôå-

ëÝóìáôÜ ôçò, ç HiDAC ó÷åôßæåôáé ìå ìåãáëýôåñç ôïîé-

êüôçôá, åíþ äåí ðñïÝêõøå âåëôßùóç ïýôå óôç CR ïýôå

óôçí åðéâßùóç.11

2.2. Áíèñáêõêëßíåò êáé èåñáðåßá åöüäïõ

Ïé áíèñáêõêëßíåò ðåñéëáìâÜíïõí ôçí íôáïõíïñïõ-

ìðéóßíç (daunorubicin), ôçí íôïîïñïõìðéóßíç (doxoru-

bicin), ôç ìéôïîáíäñüíç (mitoxantrone), ôçí áêëáñïõ-

ìðéóßíç (aclarubicin) êáé ôçí éíôáñïõìðéóßíç (idarubicin,

4-demethoxy daunorubicin). Ç éíôáñïõìðéóßíç äéáêñß-

íåôáé ãéá ôç ìåãáëýôåñç ëéðïäéáëõôüôçôÜ ôçò, ôçí áõîç-

ìÝíç êõôôáñéêÞ ðñüóëçøç êáé ôçí ðñüêëçóç ðåñéóóïôÝ-

ñùí èñáõóìÜôùí óôç ìïíÞ Üëõóï DNA, ôç ìåãáëýôåñç

ôïîéêüôçôá óôïõò âëÜóôåò ôçò ÏÌË êáé ôç ìéêñüôåñç

åîÜñôçóç áðü ôçí Ñ-ãëõêïðñùôåÀíç (Pgp). H éíôáñïõ-

ìðéóßíç ìåôáâïëßæåôáé óôï áëêïïëéêü ðáñÜãùãï 14-õ-

äñïîõ-éíôáñïõìðéóßíç, Ýíáí åíåñãü ìåôáâïëßôç ìå ðá-

ñáôåôáìÝíï ÷ñüíï çìßóåéáò æùÞò.

Óå 3 ìåëÝôåò ìå ôõ÷áéïðïéçìÝíç êáôáíïìÞ áóèåíþí

ðñïÝêõøå óôáôéóôéêÜ óçìáíôéêÞ õðåñï÷Þ õøçëüôåñùí
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ðïóïóôþí CR ôçò éíôáñïõìðéóßíçò Ýíáíôé ôçò íôáïõíï-

ìðëáóôßíçò, éäßùò óå íåüôåñïõò áóèåíåßò.12–14

Ç éôáëéêÞ ìåëÝôç GIMEMA (Gruppo Italiano Malattie

Ematologiche Maligne dell’ Adulto) äåí Ýäåéîå õðåñï÷Þ

ôçò éíôáñïõìðéóßíçò Ýíáíôé ôçò íôáïõíïìðëáóôßíçò.15 Ç

äéáöïñÜ áõôÞ áðïäßäåôáé óôï üôé ç éôáëéêÞ ìåëÝôç ðå-

ñéåëÜìâáíå áóèåíåßò Üíù ôùí 55 åôþí êáé áóèåíåßò ìå

ðñïçãçèÝíôá ìõåëïäõóðëáóôéêÜ óýíäñïìá (ÌÄÓ), åíþ

ïé Üëëåò ôñåéò ìåëÝôåò12–14 äåí åß÷áí ðåñéïñéóìü çëéêßáò

êáé äåí ðåñéåëÜìâáíáí êáèüëïõ Þ ðåñéåëÜìâáíáí ìé-

êñü ìüíï ðïóïóôü áóèåíþí ìå ðñïçãçèÝíôá ÌÄÓ. Åðß-

óçò, óôéò ìåëÝôåò áõôÝò, ç éíôáñïõìðéóßíç óå ðåñéðôþ-

óåéò ÏÌË ìå õðåñëåõêïêõôôÜñùóç äåí åðéôýã÷áíå ÷á-

ìçëüôåñá ðïóïóôÜ CR, üðùò ç íôáïõíïñïõìðéóßíç.

Ç óõãêñéôéêÞ áîéïëüãçóç ôçò éíôáñïõìðéóßíçò Ýíáíôé

ôçò íôáïõíïñïõìðéóßíçò ðáñïõóéÜæåé äõóêïëßåò, åðåéäÞ

(á) ç èåñáðåßá åíßó÷õóçò ìåôáîý ôùí äéáöüñùí ìåëå-

ôþí ÷áñáêôçñßæåôáé áðü åôåñïãÝíåéá êáé (â) ãéáôß ç âéï-

ëïãéêÞ éóïäõíáìßá ôçò éíôáñïõìðéóßíçò Ýíáíôé ôçò íôáïõ-

íïñïõìðéóßíçò äåí Ý÷åé ôåêìçñéùèåß ìå ðñïïðôéêÝò ìå-

ëÝôåò êáé ôõ÷áßá êáôáíïìÞ áóèåíþí, ìå óýãêñéóç ôçò

äüóçò ôùí 12 mg/m2 ôçò éíôáñïõìðéóßíçò Ýíáíôé äüóåùí

íôáïõíïñïõìðéóßíçò 45 mg/m2 Þ 60 mg/m2 Þ 70 mg/

m2. Óå áíáäñïìéêÞ ìåëÝôç,16 üìùò, áíáöÝñåôáé üôé ç Üñé-

óôç (optimal) äüóç ôçò íôáïõíïñïõìðéóßíçò óôç èåñá-

ðåßá åöüäïõ åßíáé ðåñßðïõ 280 mg/m2 (40 mg/m2 åðß 7

çìÝñåò), äçëáäÞ óáöþò ìåãáëýôåñç ôçò äüóçò ôùí 40–

60 mg/m2 åðß 3 çìÝñåò, ðïõ ÷ïñçãåßôáé óõíÞèùò.

ÓõíïðôéêÜ, ç éíôáñïõìðéóßíç, óõãêñéíüìåíç ìå ôçí

íôáïõíïñïõìðéóßíç, (á) Ý÷åé ðåôý÷åé õøçëüôåñá ðïóï-

óôÜ CR óå íåüôåñïõò áóèåíåßò, (â) åßíáé åîßóïõ áðïôå-

ëåóìáôéêÞ êáé óå áóèåíåßò ìå õðåñëåõêïêõôôÜñùóç, áëëÜ

äåí Ý÷åé ôåêìçñéùèåß óáöÞò õðåñï÷Þ ôçò áíáöïñéêÜ ìå

ôç óõíïëéêÞ åðéâßùóç (ÏS). Ç ìéôïîáíäñüíç ðáñïõóéÜ-

æåé åõíïúêüôåñç ôïîéêüôçôá óå åîùìõåëéêÞ íüóï êáé ðé-

èáíþò óõíäõÜæåôáé ìå ìéêñüôåñá ðïóïóôÜ áíèåêôéêÞò

ëåõ÷áéìßáò, áëëÜ ôåëéêÜ äåí õðåñôåñåß óôç óõíïëéêÞ

åðéâßùóç.17 Åíäå÷ïìÝíùò, ç ìéôïîáíäñüíç åßíáé ÷ñÞóé-

ìç óå çëéêéùìÝíïõò áóèåíåßò ëüãù ìéêñüôåñçò êáñäéï-

ôïîéêüôçôáò êáé âëåííïãïíßôéäáò.18 Óå óõãêñéôéêÞ áîéï-

ëüãçóç áðü ðñïïðôéêÞ ìåëÝôç óå áóèåíåßò íåüôåñçò

çëéêßáò, ç ïðïßá äéåîÞ÷èç óå óõíåñãáóßá EORTC êáé

GIMEMA, äåí ðñïÝêõøå äéáöïñÜ ìåôáîý íôáïõíïñïõ-

ìðéóßíçò êáé ìéôïîáíäñüíçò.19

2.3. Èåñáðåßá åöüäïõ êáé áñáóõôßíç

ÅðåéäÞ åßíáé ôåêìçñéùìÝíï üôé ïé õøçëÝò äüóåéò áñá-

óõôßíçò (HiDAC) åßíáé áðïôåëåóìáôéêÝò óôç èåñáðåßá

áóèåíþí ìå õðïôñïðÞ êáé ìå áíèåêôéêÞ ëåõ÷áéìßá, äéå-

îÞ÷èçóáí ôñåéò ðñïïðôéêÝò ìåëÝôåò ìå ôõ÷áßá êáôáíïìÞ

áóèåíþí, üðïõ Ýãéíå Üìåóç óõãêñéôéêÞ áîéïëüãçóç

HiDAC êáé óõìâáôéêÞò äüóçò (standard) áñáóõôßíçò,

åíþ ÷ñçóéìïðïéÞèçêå ç ßäéá èåñáðåßá ìåôÜ ôçí ýöåóç

(post-remission).

Óå ÷ïñÞãçóç íôáïõíïñïõìðéóßíçò 60 mg/m2 ìå áñá-

óõôßíç 500 mg/m2 êáé ìå áñáóõôßíç 200 mg/m2 äåí

äéáðéóôþèçêå óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ ôüóï óôç

CR üóï êáé óôçí DFS.20

ÄåäïìÝíçò ôçò äïóïåîáñôþìåíçò áíôáðüêñéóçò ôçò

ÏÌË óôçí áñáóõôßíç (AraC), ç ALSG (Australian

Leukemia Study Group) óõíÝêñéíå ôï óêÝëïò õøçëþí

äüóåùí AraC, HiDAC+3+7 (AraC 3 g/m2 óå 3ùñç

Ýã÷õóç áíÜ 12ùñï ôéò çìÝñåò 1, 3, 5 êáé 7, äçëáäÞ 8

äüóåéò áíÜ êýêëï, Daunoblastina 50 mg/m2/çìÝñá ôéò

çìÝñåò 1, 2, 3 êáé ìå Etoposide 75 mg/m2/çìÝñá IV

ãéá 7 óõíå÷åßò çìÝñåò) Ýíáíôé ôïõ óêÝëïõò ôùí óõìâá-

ôéêþí äüóåùí AraC (7+3+7) (ÁraC óõíå÷Þò Ýã÷õóç

100 mg/m2/çìÝñá CI ãéá 7 óõíå÷åßò çìÝñåò, Dauno-

blastina 50 mg/m2/çìÝñá ôéò çìÝñåò 1, 2, 3 êáé Etoposide

75 mg/m2/çìÝñá IV ãéá 7 óõíå÷åßò çìÝñåò).21

Ç ìåëÝôç ôçò SWOG (Southwest Oncology Group)

óõíÝêñéíå ôç HiDAC 2 g/m2 áíÜ 12ùñï ãéá 6 çìÝñåò

ìå íôáïõíïñïõìðéóßíç 45 mg/m2 Ýíáíôé ôçò óõìâáôé-

êÞò èåñáðåßáò åöüäïõ.22

Ôï ðüñéóìá Þôáí üôé êáé óôéò äýï ìåëÝôåò äåí ðñïÝ-

êõøáí õøçëüôåñá ðïóïóôÜ CR ìå ôç HiDAC Ýíáíôé

ôçò óõìâáôéêÞò (standard) èåñáðåßáò åöüäïõ. Ùóôüóï,

óôç ìåëÝôç ôçò ALSG,21 ôï óêÝëïò HiDAC+3+7 õðåñåß-

÷å Ýíáíôé ôïõ óêÝëïõò 7+3+7 óôçí åðßôåõîç ìåãáëýôå-

ñùí óõãêñéôéêÜ ðïóïóôþí CR ìå ôïí ðñþôï êýêëï åöü-

äïõ. Ðáñüëá áõôÜ, ïé äüóåéò ìå HiDAC óõíäõÜóôçêáí

ìå áõîçìÝíç áéìáôïëïãéêÞ êáé åîùìõåëéêÞ ôïîéêüôçôá,

óõìðåñéëáìâáíïìÝíçò ôçò íáõôßáò, ôùí åìÝôùí, ôçò

ïöèáëìïëïãéêÞò êáé ôçò ðáñåãêåöáëéäéêÞò ôïîéêüôç-

ôáò. Áìöüôåñåò ïé ìåëÝôåò ALSG êáé SWOG Ýäåéîáí

ìáêñýôåñç DFS, ü÷é üìùò êáé OS, óôï óêÝëïò ôçò HiDAC.

Åíôïýôïéò, ïé ìåëÝôåò áõôÝò äåí Ýäùóáí ðëçñïöïñßåò

ó÷åôéêÜ ìå ôï åÜí ç HiDAC èá ðñÝðåé íá ÷ïñçãåßôáé ìå

ôç èåñáðåßá åöüäïõ Þ, åöüóïí ÷ïñçãçèåß ìå ôç èåñá-

ðåßá åíßó÷õóçò, áí èá ðñïêýøåé ç ßäéá Ýêâáóç.

Ç ðñþôç ðñïïðôéêÞ ìåëÝôç ìå ôõ÷áßá êáôáíïìÞ áóèå-

íþí, ç ïðïßá Ýäåéîå êáëýôåñá áðïôåëÝóìáôá óôç èåñá-

ðåßá åöüäïõ ìå ôç ÷ñÞóç HiDAC Ýíáíôé ôùí óõìâáôé-

êþí (standard) äüóåùí AraC, ìå áýîçóç ôùí ðïóïóôþí

CR, EFS (event free survival, åðéâßùóç åëåýèåñç íü-

óïõ) êáé OS óå áóèåíåßò õøçëïý êéíäýíïõ, Þôáí áõôÞ
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ôçò German AML Cooperative Group.23 Óôç ìåëÝôç áõôÞ,

ïé áóèåíåßò ôõ÷áéïðïéÞèçêáí åßôå óôï óêÝëïò A, ìå èå-

ñáðåßá åöüäïõ 2 êýêëïõò óõìâáôéêÞò èåñáðåßáò 7+3+TG,

åßôå óôï óêÝëïò Â, ìå èåñáðåßá åöüäïõ 1 êýêëï 7+3+TG

êáé 1 êýêëï HiDAC ìå ìéôïîáíäñüíç ôçí 21ç çìÝñá,

áäéáêñßôùò ôùí åõñçìÜôùí áðü ôï ìõåëüãñáììá. Äåí

õðÞñîå óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ ìåôáîý ôùí äýï

óêåëþí èåñáðåßáò ïýôå óôá ðïóïóôÜ CR (65% óõìâáôé-

êÞ, Ýíáíôé 71% HiDAC, P=NS) ïýôå óôá ðïóïóôÜ èíç-

ôüôçôáò êáôÜ ôç èåñáðåßá åöüäïõ (18% óõìâáôéêÞ, Ýíá-

íôé 14% HiDAC, P=NS). Ôá óôáôéóôéêþò óçìáíôéêÜ

åõñÞìáôá áöïñïýóáí óå áóèåíåßò õøçëïý êéíäýíïõ [ðï-

óïóôÜ âëáóôþí óôï ìõåëüãñáììá ôç 16ç çìÝñá

(D16)>40%, äõóìåíÞò êáñõüôõðïò êáé õøçëÞ LDH]. Åéäé-

êüôåñá, ôá ðïóïóôÜ CR óôç HiDAC Þôáí 65% Ýíáíôé

49%, P=0,004, ôçò EFS óôá 5 ÷ñüíéá 65% Ýíáíôé 49%,

P=0,004 êáé ôçò OS óôá 5 ÷ñüíéá 13 Ýíáíôé 8 ìçíþí,

P=0,009.

ÔÝëïò, üðùò ðñïêýðôåé áðü ôá ðñüóöáôá ðïñßóìáôá

ôçò ALSG, ç HiDAC Þôáí åõåñãåôéêÞ ü÷é ìüíï óå áóèå-

íåßò ìå CBF (core binding factor), äçëáäÞ t(8;21),

inv(16), t(16;16) Þ del(16), êáé óå áóèåíåßò ìå öõóéï-

ëïãéêü êáñõüôõðï, áëëÜ êáé óå áõôïýò ìå äõóìåíÞ êá-

ñõüôõðï. Óôçí ðïëõðáñáãïíôéêÞ áíÜëõóç, óôáôéóôéêÞ óç-

ìáíôéêüôçôá åìöÜíéóáí ìüíï ç çëéêßá êáé ï áñéèìüò

ôùí âëáóôþí óôï ðåñéöåñéêü áßìá.24 Óôç ìåëÝôç üìùò

ôçò CALGB, ç åõåñãåôéêÞ äñÜóç ôçò HiDAC Þôáí óá-

öÞò ìüíï óôçí ïìÜäá ÷áìçëïý êéíäýíïõ ìå åõíïúêü

êáñõüôõðï, åíþ ðáñïõóßáóå ìéêñüôåñç áðïôåëåóìáôéêü-

ôçôá óå çëéêéùìÝíïõò áóèåíåßò. Ï óçìáíôéêüôåñïò ðá-

ñÜãïíôáò ðïõ óõíäÝåôáé ìå ôïõò èáíÜôïõò êáôÜ ôç èå-

ñáðåßá åöüäïõ åßíáé ç çëéêßá ôïõ áóèåíïýò. ÐñÜãìáôé,

õðÜñ÷åé óáöþò ìåãáëýôåñç åðßðôùóç èáíÜôïõ ôùí áóèå-

íþí ìåôÜ ôá 30 Ýôç êáé éäéáßôåñá ìåôÜ ôá 55 Ýôç. ÃåíéêÜ,

ìåôÜ áðü êÜèå äåêáåôßá õðÜñ÷åé áýîçóç ôïõ êéíäýíïõ

èáíÜôïõ êáôÜ 56% êáôÜ ôç èåñáðåßá åöüäïõ ìå HiDAC.

Ùóôüóï, åêôüò áðü ôçí ôïîéêüôçôá ôïõ óêÝëïõò

HiDAC+3+7, ç ïðïßá ïäÞãçóå åêôüò ðñùôïêüëëïõ ôï

9% ôùí áóèåíþí, Ýíáíôé 1% ôïõ óêÝëïõò ôçò óõìâáôé-

êÞò èåñáðåßáò 7+3+7, ç ÷ïñÞãçóç HiDAC áõîÜíåé èåá-

ìáôéêÜ ôç äéÜìåóç äéÜñêåéá ýöåóçò áðü 12 óå 45 ìÞíåò

êáé äéðëáóéÜæåé ôçí åëåýèåñç õðïôñïðþí åðéâßùóç

(relapse free survival, RFS) óôá 5 Ýôç áðü 24% óå 48%.

Ôá áðïôåëÝóìáôá üìùò ôçò ALSG åßíáé ðáñüìïéá ìå

áõôÜ ôçò CALGB, üðïõ ïé õøçëÝò äüóåéò AraC (HiDAC)

äüèçêáí ìåôÜ ôçí ýöåóç êáé âåëôßùóáí ôçí DFS êáé

ôçí OS.24

2.4. ÓõìâáôéêÞ èåñáðåßá åöüäïõ
êáé ðñïóèÞêç åðéðëÝïí öáñìÜêùí

¼ðùò Þäç áíáöÝñèçêå, ç ìåëÝôç ALSG óõíÝêñéíå

ôç óõìâáôéêÞ èåñáðåßá áñáóõôßíçò êáé íôáïõíïñïõìðé-

óßíçò (7+3) ìå ôï ôñéðëü ó÷Þìá áñáóõôßíç+íôáïõíï-

ñïõìðéóßíç+åôïðïóßäç 75 mg/m2/çìÝñá åðß 7 çìÝñåò

(7+3+7) êáé åðáêïëïýèçóå ùò èåñáðåßá åíßó÷õóçò ôï

ßäéï ó÷Þìá, áëëÜ ãéá âñá÷ýôåñï ÷ñïíéêü äéÜóôçìá, äç-

ëáäÞ 5+2 Ýíáíôé 5+2+5.25 Ïé áóèåíåßò Ýëáâáí èåñáðåßá

óõíôÞñçóçò ìå áñáóõôßíç êáé èåéïãïõáíßíç (6-TG) åðß

2 ÷ñüíéá. Åíþ óôï óêÝëïò ìå ôçí åôïðïóßäç (7+3+7)

õðÞñîå ìáêñýôåñç DFS, äåí õðÞñîå äéáöïñÜ óôçí OS

óå ó÷Ýóç ìå ôï óêÝëïò ôçò óõìâáôéêÞò èåñáðåßáò (7+3).

ÌåôáãåíÝóôåñç üìùò áîéïëüãçóç ôçò ìåëÝôçò ALSG26

Ýäåéîå üôé ïé áóèåíåßò çëéêßáò <55 åôþí åß÷áí óçìáíôé-

êÜ ìáêñýôåñç OS óôá 5 êáé óôá 10 ÷ñüíéá óôï óêÝëïò

7+3+7 êáé, óõãêåêñéìÝíá, 25% êáé 25%, áíôßóôïé÷á,

Ýíáíôé 17% êáé 14% óôï óêÝëïò 7+3 (Ñ=0,04). ÅðïìÝ-

íùò, ãéá ôïõò íåüôåñïõò áóèåíåßò, ç åíôáôéêïðïßçóç

ôçò èåñáðåßáò åöüäïõ öáßíåôáé íá âåëôéþíåé ôç äéÜñêåéá

ôçò CR êáé ôçò OS, ÷ùñßò êáô’ áíÜãêç íá âåëôéþíåé êáé

ôá ðïóïóôÜ CR, åíþ ïé ìåãáëýôåñçò çëéêßáò áóèåíåßò

åìöÜíéóáí ìåãáëýôåñç ôïîéêüôçôá êáé äåí åß÷áí êáíÝ-

íá üöåëïò óôçí Ýêâáóç ôçò íüóïõ.

Ç åíäå÷üìåíç ùöÝëåéá áðü ôçí ðñïóèÞêç ôçò åôï-

ðïóßäçò åñåõíÞèçêå êáé áðü ìåëÝôç ôçò MRC (Medical

Research Council).27 Ìå ôõ÷áßá êáôáíïìÞ, 1800 áóèå-

íåßò çëéêßáò 55 åôþí êáé êÜôù äéá÷ùñßóôçêáí óå Ýíá

óêÝëïò ìå 7+3+6-TG êáé óå Ýíá Üëëï óêÝëïò ìå 7+3+å-

ôïðïóßäç (100 mg/m2/çìÝñá åðß 5 çìÝñåò). ¼ëïé ïé

áóèåíåßò Ýëáâáí 2 êýêëïõò èåñáðåßáò åíßó÷õóçò. Äåí

ðñïÝêõøå êÜðïéá äéáöïñÜ ùò ðñïò ôç CR, ôçí DFS êáé

ôçí OS, åíþ, áíôßèåôá, õðÞñîå ìåãáëýôåñï ðïóïóôü èíç-

ôüôçôáò óôï óêÝëïò ôçò åôïðïóßäçò (9% Ýíáíôé 6%,

P=0,06).

ÓõíïðôéêÜ, êáé áðü ôç ìåëÝôç ôçò MRC ðñïêýðôåé üôé

ç ðñïóèÞêç åôïðïóßäçò óôç óõìâáôéêÞ (standard) èåñá-

ðåßá åöüäïõ (7+3) äåí âåëôéþíåé ôçí Ýêâáóç, áí êáé

åäþ äåí èá ðñÝðåé íá áãíïçèåß ç åíäå÷üìåíç óõìâïëÞ

ôçò 6-èåéïãïõáíßíçò (6-TG). H ðéèáíÞ ùöÝëåéá áðü

ôçí ðñïóèÞêç ôçò 6-TG ìåëåôÞèçêå ìå ôï óõíäõáóìü

íôáïõíïñïõìðéóßíçò, áñáóõôßíçò êáé èåéïãïõáíßíçò

(DAT).28

Ó÷åäüí óå üëïõò ôïõò óõíäõáóìïýò DAT, ç áñáóõôß-

íç ÷ïñçãÞèçêå óå çìåñÞóéá äüóç 200 mg/m2 (100

mg/m2/12ùñï) IV ãéá 5 Þ 7 çìÝñåò. ÅðïìÝíùò, ç çìå-
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ñÞóéá äüóç ôçò áñáóõôßíçò Þôáí äéðëÜóéá áõôÞò ôçò

óõìâáôéêÞò (standard) èåñáðåßáò 3+7. ÓõãêñéôéêÞ ìåëÝ-

ôç ìåôáîý DAT êáé ó÷Þìáôïò 3+7 äåí äéáðßóôùóå äéá-

öïñåôéêÜ ðïóïóôÜ áíôáðüêñéóçò. ÐñÜãìáôé, ôá ðïóïóôÜ

CR óôïõò óõíäõáóìïýò DAT êõìáßíïíôáé ìåôáîý 50–

85% êáé, ôåëéêÜ, ôï óõíïëéêü ðïóïóôü CR ôïõ DAT

åßíáé ðåñßðïõ 60%, äçëáäÞ ôáõôüóçìï ìå áõôü ôïõ ó÷Þ-

ìáôïò 3+7.

H ðñïóèÞêç öëïõíôáñáìðßíçò (Ýíáò áíôéìåôáâïëß-

ôçò áíÜëïãï ôçò ðïõñßíçò ìå áíèåêôéêüôçôá óôçí áðá-

ìßíùóç) åíéó÷ýåé ôçí áðïôåëåóìáôéêüôçôá ôçò AraC, üôáí

÷ïñçãçèåß 4 þñåò ðñéí áðü ôçí áñáóõôßíç (HiDAC),

ìÝóù ôçò áýîçóçò ôçò åíäïêõôôÜñéáò óõóóþñåõóçò ôçò

ara-CTP (arabinoside cytosine triphosphate).29 ÐñÜãìá-

ôé, óå óõíäõáóìü ìå áõîçôéêü ðáñÜãïíôá G-CSF, ôï

ó÷Þìá FLAG Ý÷åé åðéôý÷åé áðñüóìåíá õøçëÜ ðïóïóôÜ

ýöåóçò, óå MDS/ÏMË.30

Ç ÷ïñÞãçóç üìùò öëïõíôáñáìðßíçò óôçí Ýöïäï Þ

óôçí åíßó÷õóç åíäå÷ïìÝíùò íá åëáôôþíåé ôçí êéíçôïðïßç-

óç êáé óõëëïãÞ ðåñéöåñéêþí óôåëå÷éáßùí êõôôÜñùí.31

2.5. Èåñáðåßá åöüäïõ êáé áõîçôéêïß ðáñÜãïíôåò

Ç ÏÌË áðïôåëåß ðñùôüôõðï êáêïÞèåéáò, ðïõ åêöñÜ-

æåé ëåéôïõñãéêïýò áéìïðïéçôéêïýò áõîçôéêïýò ðáñÜãï-

íôåò óôçí åðéöÜíåéá ôùí ëåõ÷áéìéêþí êõôôÜñùí. Åßíáé

ãåãïíüò üôé ïé áõîçôéêïß ðáñÜãïíôåò âñá÷ýíïõí ôç äéÜñ-

êåéá ôçò ïõäåôåñïðåíßáò ìåôÜ áðü ôç èåñáðåßá åöüäïõ,

óå áóèåíåßò ìå ÏÌË. Ùóôüóï, ïé ðåñéóóüôåñåò áðü ôéò

ðñïïðôéêÝò ìåëÝôåò ìå ôõ÷áßá êáôáíïìÞ áóèåíþí Ý÷ïõí

ãßíåé óå çëéêéùìÝíïõò áóèåíåßò, üðïõ ï êßíäõíïò èáíÜ-

ôïõ áðü ôç ìõåëéêÞ áðëáóßá åßíáé ðñÜãìáôé ìåãáëýôå-

ñïò. ÅðéðëÝïí, ïé ðñïïðôéêÝò áõôÝò ìåëÝôåò ÷áñáêôçñß-

æïíôáé áðü åôåñïãÝíåéá, ðïõ áöïñÜ óå äéáöïñåôéêü ó÷å-

äéáóìü, äéáöïñåôéêÜ üñéá çëéêéþí êáé äéáöïñåôéêÜ ó÷Þ-

ìáôá åöüäïõ.32,35

Óå ìåëÝôç CALGB, ï áõîçôéêüò ðáñÜãïíôáò GM-

CSF ÷ïñçãÞèçêå ôçí 8ç çìÝñá, Ýíáíôé ôçò 11çò çìÝ-

ñáò óôç ìåëÝôç ôçò ECOG, áíåîáñôÞôùò ôçò ýðáñîçò Þ

ìç ìõåëéêÞò áðëáóßáò. Óôç ìåëÝôç áõôÞ, äåí ðñïÝêõøå

êáìéÜ óôáôéóôéêþò óçìáíôéêÞ äéáöïñÜ ôïõ óêÝëïõò ìå

GM-CSF Ýíáíôé ôïõ óêÝëïõò placebo, áíáöïñéêÜ ìå ôá

ðïóïóôÜ CR, êáèþò êáé óôç óõ÷íüôçôá óïâáñþí êáé

èáíáôçöüñùí ëïéìþîåùí. Óå ãáëëéêÞ ìåëÝôç, ç ÷ñÞóç

áõîçôéêþí ðáñáãüíôùí óõíïäåýôçêå áðü áýîçóç ôùí

ðïóïóôþí CR, ü÷é üìùò êáé ôçò OS. ÁëëÜ êáé óôç ìåëÝ-

ôç GALGB êáé óå áõôÞ ôçò SWOG, åíþ äéáðéóôþèçêå

âñÜ÷õíóç ôçò äéÜñêåéáò ôçò ìõåëïêáôáóôïëÞò, ôï ãåãï-

íüò áõôü äåí ìåôáöñÜóôçêå óå âåëôßùóç ôçò CR Þ ôçò

OS.33 Ùóôüóï, óå ðñüóöáôç ìåãÜëç ôõ÷áéïðïéçìÝíç

ìåëÝôç ìå 640 íÝïõò êáé ìÝóçò çëéêßáò áóèåíåßò, óõã-

÷ïñçãÞèçêå åêëåêôéêÜ G-CSF ìáæß ìå ôç ÷çìåéïèåñá-

ðåßá êáé ü÷é ìåôÜ áðü ôï ðÝñáò áõôÞò êáé âñÝèçêå üôé

Ýäñáóå ùò åõáéóèçôïðïéçôÞò óôç ÷çìåéïèåñáðåßá êáé

âåëôßùóå ôçí OS, ôçí EFS êáé ôçí DFS, éäéáßôåñá óôçí

ïìÜäá ôùí áóèåíþí åíäéÜìåóïõ êéíäýíïõ.34

3. ÈÅÑÁÐÅÉÁ ÌÅÔÁ ÔÇÍ ÕÖÅÓÇ
(post-remission therapy)

H ëïãéêÞ ôçò ÷ïñÞãçóçò èåñáðåßáò ìåôÜ ôç CR âá-

óßæåôáé óôï ìáèçìáôéêü õðïëïãéóìü üôé êáôÜ ôç öÜóç

ôçò ìïñöïëïãéêÞò CR, áí êáé ïé ëåõ÷áéìéêïß âëÜóôåò

ìïñöïëïãéêÜ äåí åßíáé áíé÷íåýóéìïé, åßíáé áêüìç ðáñü-

íôåò óå áñéèìü Ýùò 109 êáé, óõíåðþò, ïé õðïôñïðÝò

åßíáé áíáðüöåõêôåò.35

¸ôóé, ìå óôü÷ï ôçí ðñüëçøç ôùí õðïôñïðþí Ý÷ïõí

äéåñåõíçèåß äéÜöïñåò èåñáðåõôéêÝò ðñïóåããßóåéò, üðùò

ç èåñáðåßá óõíôÞñçóçò ìå ÷áìçëÝò äüóåéò, ç åíôáôéêï-

ðïéçìÝíç èåñáðåßá åíßó÷õóçò (intensive consolidation),

ç áõôüëïãç êáé ç áëëïãåíÞò ìåôáìüó÷åõóç áñ÷Ýãïíùí

áéìïðïéçôéêþí êõôôÜñùí.

3.1. Èåñáðåßá óõíôÞñçóçò

¸÷ïõí äéåíåñãçèåß ìåëÝôåò áðü ôéò ECOG, EORTC-

HOVON, MRC-AML,9 êáèþò êáé ôçí GERMAN-AML

Group, ãéá ôçí áîßá ôçò ÷ïñÞãçóçò èåñáðåßáò óõíôÞ-

ñçóçò ìå ÷áìçëÝò äüóåéò áñáóõôßíçò ìáæß ìå Þ ÷ùñßò

èåéïãïõáíßíç ãéá 1–3 Ýôç. Ôá óõìðåñÜóìáôá ðïõ ðñïÝ-

êõøáí êáé áðü ôéò ôÝóóåñéò ðñïáíáöåñèåßóåò ìåëÝôåò

äåß÷íïõí üôé ç èåñáðåßá óõíôÞñçóçò åðéâñáäýíåé áëëÜ

äåí åìðïäßæåé ôçí õðïôñïðÞ, åíþ âåëôéþíåé óôáèåñÜ ôçí

DFS, ü÷é üìùò êáé ôçí OS.36

3.2. EíôáôéêïðïéçìÝíç èåñáðåßá åíßó÷õóçò
(consolidation)

Ç áñáóõôßíç óå óõìâáôéêÝò äüóåéò äñá ùò áíôéìåôá-

âïëßôçò óôç öÜóç S ôïõ êõôôáñéêïý êýêëïõ. Óå õøçëÝò

äüóåéò (1–3 g/m2) áõîÜíåôáé ç êõôôáñïôïîéêüôçôÜ ôçò

ìÝóù áõîçìÝíçò áíáóôïëÞò ôçò óýíèåóçò ôïõ DNA,

ëüãù ôçò åðßôåõîçò ìåãáëýôåñùí åðéðÝäùí ara-CTP. Óôéò

õøçëÝò äüóåéò ç áñáóõôßíç ðñïêáëåß êïñåóìü ôùí áðá-

ìéíùôéêþí åíæýìùí, ìå áðïôÝëåóìá ôçí áýîçóç ôçò åí-

äïêõôôÜñéáò óõãêÝíôñùóçò ôïõ öáñìÜêïõ.

Ç ùöÝëåéá áðü ôçí åíôáôéêïðïéçìÝíç èåñáðåßá åíß-

ó÷õóçò ðáñáôçñÞèçêå áñ÷éêÜ ìå áíáäñïìéêÝò ìåëÝôåò.



226 Í.É. ÁÍÁÃÍÙÓÔÏÐÏÕËÏÓ

Áêïëïýèçóáí ðñïïðôéêÝò ìåëÝôåò, ïé ïðïßåò êáôÝäåéîáí

ôçí áîßá ôçò HiDAC ùò èåñáðåßá åíßó÷õóçò. Ç ìåëÝôç

CALGB4 ôõ÷áéïðïßçóå 596 áóèåíåßò óå CR íá ëÜâïõí

4 êýêëïõò áñáóõôßíçò ìå äïóïëïãßá åßôå 100 mg/m2/

çìÝñá ìå óõíå÷Þ IV Ýã÷õóç ãéá 5 çìÝñåò, åßôå 400

mg/m2/çìÝñá ìå ôïí ßäéï ôñüðï ÷ïñÞãçóçò, åßôå 3 g/

m2 óå 3ùñç IV Ýã÷õóç áíÜ 12ùñï ôéò çìÝñåò 1, 3, 5.

Ëüãù ôçò óçìáíôéêÞò íåõñïôïîéêüôçôáò ôùí õøçëüôå-

ñùí äüóåùí óå áóèåíåßò çëéêßáò >60 åôþí, ç ìåëÝôç

ôåëéêÜ ðåñéïñßóôçêå óå çëéêßåò ìÝ÷ñé 60 åôþí. Óýìöùíá

ìå ôá áðïôåëÝóìáôá, DFS åðéôåý÷èçêå óôï 21% ôùí

áóèåíþí ôçò ïìÜäáò ôùí 100 mg, óôï 25% ôçò ïìÜäáò

ôùí 400 mg êáé óôï 39% ôçò ïìÜäáò ôùí 3 g (åéê. 1).

Áîéïóçìåßùôï åßíáé ôï ãåãïíüò üôé ôá áðïôåëÝóìáôá

Þôáí ðåñéóóüôåñï óçìáíôéêÜ óå áóèåíåßò íåüôåñçò çëé-

êßáò ìå åõíïúêü êáñõüôõðï êáé üôé ç áðïôåëåóìáôéêüôç-

ôá ôçò áñáóõôßíçò Þôáí äïóïåîáñôþìåíç. Åðéóçìáßíåôáé

üôé, áêïëïýèùò, üëïé ïé áíùôÝñù áóèåíåßò Ýëáâáí 4

ìçíéáßïõò êýêëïõò ìå áñáóõôßíç 100 mg/m2 áíÜ 12ùñï

õðïäüñéá åðß 5 çìÝñåò êáé íôáïõíïñïõìðéóßíç 45 mg/

m2 óå ÉV Ýã÷õóç ôçí 1ç çìÝñá. Óôï óêÝëïò ôçò åíôáôé-

êïðïéçìÝíçò åíßó÷õóçò ç EFS Þôáí 27% êáé óôï óêÝ-

ëïò ôçò óõíôÞñçóçò (maintenance) 16% (Ñ=0,068),

äçëáäÞ ç äéáöïñÜ Þôáí óôáôéóôéêþò óçìáíôéêÞ ãéá çëé-

êßåò êÜôù ôùí 60 åôþí. ÔÝëïò, ôï ðïóïóôü èíçôüôçôáò

áðü ôç HiDAC áíÞëèå óå 5%.

Óôçí ðñïïðôéêÞ ìåëÝôç ôçò SAKÊ (Swiss Group for

Clinical Cancer Research), ìå ôõ÷áßá êáôáíïìÞ áóèåíþí

ìå ÏÌË, ôï Ýíá óêÝëïò (Á) Ýëáâå ó÷Þìá èåñáðåßáò

åíßó÷õóçò (consolidation) HiDAC ìå áñáóõôßíç 3 g/

m2/12ùñï çìåñçóßùò åðß 6 çìÝñåò êáé ôï Üëëï óêÝëïò

(Â) Ýëáâå óõìâáôéêÞ (standard) äüóç áñáóõôßíçò 100

mg/m2 óå óõíå÷Þ IV Ýã÷õóç åðß 7 çìÝñåò êáé íôáïõ-

íïñïõìðéóßíç 45 mg/m2 åðß 3 çìÝñåò ìåôÜ áðü 2 êý-

êëïõò èåñáðåßáò åöüäïõ, ç ïðïßá ðåñéåëÜìâáíå íôáïõ-

íïñïõìðéóßíç 45 mg/m2 IV åðß 3 çìÝñåò êáé áñáóõôßíç

100 mg/m2 óå óõíå÷Þ IV Ýã÷õóç åðß 7 çìÝñåò êáé

êáôüðéí Ì-amsacrin 120 mg/m2 çìåñçóßùò óå óõíå÷Þ

IV Ýã÷õóç åðß 5 çìÝñåò.6 Óôï óêÝëïò Á ôçò èåñáðåßáò

åíßó÷õóçò ç DFS Þôáí 37±6% êáé óôï óêÝëïò Â 25±6%.

Ïìïßùò, êáé ç OS õðåñåß÷å óôï óêÝëïò Á ôçò HiDAC

(32,6 ìÞíåò, Ýíáíôé 24,6 ôïõ óêÝëïõò Â, Ñ=0,07). Áðü

ôá óôïé÷åßá áõôÜ ðñïêýðôåé üôé ç åíôáôéêïðïéçìÝíç èå-

ñáðåßá åíßó÷õóçò ìå HiDAC óõíïäåýåôáé áðü åîßóïõ

êáëÞ Ýêâáóç ìå ôéò ðïëëáðëÝò äüóåéò êáé ðéèáíþò äåí

åìöáíßæåé äéáóôáõñïýìåíç áíôßóôáóç.

Ï Üñéóôïò áñéèìüò ôùí áðáéôïýìåíùí êýêëùí HiDAC

ãéá ôç èåñáðåßá åíßó÷õóçò äåí Ý÷åé áêüìá ðñïóäéïñé-

óôåß åðáêñéâþò. Óå ðñïïðôéêÞ ìåëÝôç ôçò FLG (Finish

Leukemia Group), ìåôÜ áðü 2 èåñáðåßåò åöüäïõ êáé 2

èåñáðåßåò åíßó÷õóçò ìå HiDAC, ïé áóèåíåßò ôõ÷áéïðïéÞ-

èçêáí óôï ìáêñü óêÝëïò (Á), üðïõ Ýëáâáí åðéðñïóèÝ-

ôùò 4 êýêëïõò HiDAC, êáé óôï âñá÷ý óêÝëïò (Â), üðïõ

äåí Ýëáâáí êáìéÜ Üëëç èåñáðåßá (õðü ðáñáôÞñçóç).38

Ôï óõìðÝñáóìá Þôáí üôé ïé ðåñéóóüôåñåò äüóåéò HiDAC

äåí ðñïóöÝñïõí êÜðïéá ùöÝëåéá êáé, åðïìÝíùò, öáßíå-

ôáé üôé ôçí ðëÝïí óçìáíôéêÞ åðßäñáóç óôçí Ýêâáóç ôçò

íüóïõ Ý÷åé ç ðñþéìç Ýíáñîç ôçò åíôáôéêïðïéçìÝíçò èå-

ñáðåßáò åíßó÷õóçò êáé ü÷é ï óõíïëéêüò áñéèìüò ôùí

êýêëùí áõôÞò (åéê. 2).

Eðßóçò, ðñüóöáôá äåäïìÝíá ôçò ìåëÝôçò MRC AML-

12 äåí Ýäåéîáí õðåñï÷Þ ôùí 4 èåñáðåéþí åíßó÷õóçò ìå

åíôáôéêÞ ÷çìåéïèåñáðåßá (consolidation) Ýíáíôé ôùí 3

èåñáðåéþí.39

Åéêüíá 1. Ðéèáíüôçôåò åðéâßùóçò åëåýèåñçò íüóïõ (DFS), ãéá áóèåíåßò

çëéêßáò ìÝ÷ñé 60 åôþí, ìå êëéìáêïýìåíåò äüóåéò AraC ìåôÜ ôçí ýöåóç

ôçò ïîåßáò ìõåëïãåíïýò ëåõ÷áéìßáò.4

Åéêüíá 2. Åðéâßùóç åëåýèåñç õðïôñïðþí (relapse free survival, RFS)

óôá äýï óêÝëç (Á) êáé (Â), ÷ùñßò óôáôéóôéêÞ óçìáíôéêüôçôá óå ó÷Ýóç ìå

ôç äéÜñêåéá ôçò èåñáðåßáò åíßó÷õóçò.38
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3.3. AëëïãåíÞò ìåôáìüó÷åõóç áñ÷Ýãïíùí
áéìïðïéçôéêþí êõôôÜñùí (HSCT)

H èåñáðåõôéêÞ äñÜóç ôçò ìåôáìüó÷åõóçò áñ÷Ýãï-

íùí áéìïðïéçôéêþí êõôôÜñùí (hemopoietic stem cell

transplantation, HSCT) áóêåßôáé áöåíüò ìÝóù ôçò áíôé-

ëåõ÷áéìéêÞò äñÜóçò ôçò ìõåëïáöáíéóôéêÞò ÷çìåéïèåñá-

ðåßáò Þ ÷çìåéïáêôéíïèåñáðåßáò óôçí ðñïðáñáóêåõáóôéêÞ

öÜóç êáé áöåôÝñïõ ìÝóù ôçò áíôéëåõ÷áéìéêÞò äñÜóçò

ôïõ ìïó÷åýìáôïò Ýíáíôé ôçò ëåõ÷áéìßáò GVL (graft versus

leukemia effect). ¼ôáí ïé íåüôåñïé áóèåíåßò ìåôáìï-

ó÷åõèïýí óôçí ðñþôç ðëÞñç ýöåóç (CR1), ôï 50–60%

ðáñïõóéÜæåé ßáóç, åíþ ôï ðïóïóôü õðïôñïðÞò åßíáé <20%.

Åíôïýôïéò, ôï ðïóïóôü ôçò ðåñéìåôáìïó÷åõôéêÞò èíçôü-

ôçôáò (ôéò ðñþôåò 100 çìÝñåò ìåôÜ ôç ìåôáìüó÷åõóç)

ðáñáìÝíåé óôï 20–25% êáé ó÷åôßæåôáé ìå ôçí áíôßäñáóç

ìïó÷åýìáôïò Ýíáíôé îåíéóôÞ (graft versus host disease,

GVHD) êáé ìå ëïéìþîåéò, ìõêçôéáóéêÝò êáé éïãåíåßò

(CMV). Ç ÷ñÞóç íåüôåñùí ôå÷íéêþí, üðùò ç ìç ìõåëï-

áöáíéóôéêÞ ìåôáìüó÷åõóç (non-myeloablative trans-

plantation, NST)40 êáé ç ëåõêáöáßñåóç ôùí Ô-êõôôÜ-

ñùí, öáßíåôáé íá ìåéþíåé ôçí ôïîéêüôçôá êáé íá âåëôéþ-

íåé ôçí Ýêâáóç ôçò íüóïõ.41

Áîéïóçìåßùôï åßíáé ôï ãåãïíüò üôé ïé ßäéåò êõôôáñï-

ãåíåôéêÝò áíùìáëßåò, ïé ïðïßåò óõìâÜëëïõí óôçí êáêÞ

Ýêâáóç üôáí ÷ñçóéìïðïéåßôáé ùò èåñáðåßá åíßó÷õóçò

åíôáôéêïðïéçìÝíç ÷çìåéïèåñáðåßá, óõìâÜëëïõí êáé óôçí

êáêÞ ðñüãíùóç ìåôÜ áðü áëëïãåíÞ ìåôáìüó÷åõóç.42

ÐñÜãìáôé, óå ðñüóöáôç ìåëÝôç åðß 140 áóèåíþí, ïé

õðïôñïðÝò ìåôÜ áðü allo-SCT óôçí ïìÜäá õøçëïý êéí-

äýíïõ Þôáí 35–40%, åíþ óôçí ïìÜäá ÷áìçëïý êõôôá-

ñïãåíåôéêïý êéíäýíïõ Þôáí ìçäåíéêÝò.43 Ùóôüóï, ç HSCT

åßíáé ìéá áðïôåëåóìáôéêÞ áñ÷éêÞ óôñáôçãéêÞ áíôéìåôþ-

ðéóçò êáé ãéá áóèåíåßò ìå äåõôåñïðáèÞ ÏÌË.44

ÁíáöïñéêÜ ìå ôç óçìáóßá ôùí äüóåùí ôçò ÷çìåéïèå-

ñáðåßáò åíßó÷õóçò óå áóèåíåßò ðïõ åõñßóêïíôáé óå ðñþôç

ýöåóç (CR1) ìåôÜ áðü óõìâáôéêÞ ÷çìåéïèåñáðåßá êáé

óôïõò ïðïßïõò ðñüêåéôáé íá ÷ïñçãçèåß allo-SCT, üðùò

ðñïêýðôåé áðü áíáäñïìéêÞ ìåëÝôç ôçò IBMT (Interna-

tional Bone Marrow Transplantation), äåí õðåñôåñåß êá-

ìéÜ äïóïëïãßá (åéê. 3).45

Ïìïßùò, êáé áðü ôá ðïñßóìáôá ôçò ÅÂÌÔ (European

Cooperative Group for Blood and Marrow Transplanta-

tion) äåí ðñïÝêõøå äéáöïñÜ óôçí Ýêâáóç, óå ó÷Ýóç ìå

ôç äïóïëïãßá ôçò áñáóõôßíçò êáôÜ ôç èåñáðåßá åíßó÷õ-

óçò ðñéí áðü ôçí áëëïãåíÞ ìåôáìüó÷åõóç.46 Ùóôüóï, ç

ôåëåõôáßá ìåëÝôç ôçò ALSG24 Ýäåéîå üôé ç áëëïãåíÞò

ìåôáìüó÷åõóç Þôáí ëéãüôåñï áðïôåëåóìáôéêÞ üôáí åß÷å

ðñïçãçèåß HiDAC+3+7. Åðßóçò, ç HSCT åßíáé èåñáðåßá

åêëïãÞò óôç CR2,47,48 áëëÜ ç ðñáêôéêÞ åöáñìïãÞ ðá-

ñáìÝíåé áêüìç äõó÷åñÞò êáé ôá ðïóïóôÜ äõíáôüôç-

ôáò åêôÝëåóçò HSCT êõìáßíïíôáé áðü 10–60%. Ç èíç-

ôüôçôá áðü ôç èåñáðåßá (treatment related mortality,

TRM) ó÷åôßæåôáé êõñßùò ìå ëïéìþîåéò (åéäéêÜ áðü CMV),

ìå öëåâïáðïöñáêôéêÞ íüóï ôïõ Þðáôïò êáé ìå ïîåßá êáé

÷ñïíßá cGVHD (chronic graft versus host disease). Ç

áöáßñåóç ôùí Ô-ëåìöïêõôôÜñùí ïäÞãçóå óôçí åëÜôôù-

óç ôçò GVHD, áëëÜ ôáõôü÷ñïíá áõîÞèçêáí ôá ðïóï-

óôÜ õðïôñïðþí êáé ôá ðïóïóôÜ áðüññéøçò ôïõ ìïó÷åý-

Åéêüíá 3. ÁíáäñïìéêÞ áíÜëõóç ôçò åðéâßùóçò

åëåýèåñçò ëåõ÷áéìßáò (leukemia free survival,

LFS) óôçí ðñþôç ðëÞñç ýöåóç (CR1), ìåôÜ áðü

÷ïñÞãçóç óõìâáôéêþí äüóåùí AraC, HiDAC Þ

êáìéÜò èåñáðåßáò åíßó÷õóçò.45
¸ôç ìåôÜ ôç ìåôáìüó÷åõóç
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ìáôïò. ÌåôÜ ôçí åìðåéñßá áõôÞ, Ýãéíå åêëåêôéêÞ áöáßñå-

óç Ô-ëåìöïêõôôÜñùí, ð.÷. ôùí CD6, ïðüôå ç TRM ìåéþ-

èçêå óôï 5%, ç DFS óôá 4 ÷ñüíéá áíÞëèå óôï 63% êáé

ç OS óôï 71%.49,50 Ç ÷ñÞóç åíáëëáêôéêþí äïôþí, ç

÷ñÞóç ðåñéöåñéêþí óôåëå÷éáßùí êõôôÜñùí Ýíáíôé ôùí

ìõåëéêþí, ç Ýã÷õóç ëåìöïêõôôÜñùí äüôç (donor

lymphocyte infusions, DLIs) ãéá èåñáðåßá õðïôñïðþí, ç

åöáñìïãÞ ìç ìõåëïáöáíéóôéêþí ìåôáìïó÷åýóåùí (üðïõ

óõ÷íÜ åöáñìüæåôáé DLI) êáé ôá äéáñêþò áõîáíüìåíá

åðéôñåðôÜ üñéá çëéêßáò ãéá ìåôáìüó÷åõóç, Ý÷ïõí óõìâÜëåé

óçìáíôéêÜ óôçí áýîçóç ôçò cGVHD.

Ç cGVHD óõíäõÜæåôáé ìå ìåéùìÝíç ðïéüôçôá æùÞò,

åëáôôùìÝíï åðßðåäï ãåíéêüôåñçò ëåéôïõñãéêüôçôáò êáé

áõîçìÝíï êßíäõíï íïóçñüôçôáò êáé èíçôüôçôáò ìç ó÷å-

ôéæüìåíï ìå õðïôñïðÝò.51

ÓçìáíôéêÞ åîÝëéîç áðïôÝëåóå ç ôáõôïðïßçóç ôùí Ô-

êõôôáñïôïîéêþí ëåìöïêõôôÜñùí (CTL) ôïõ ìïó÷åýìá-

ôïò, ôá ïðïßá áíáãíùñßæïõí êáé áíôéäñïýí ìå ôïí îåíé-

óôÞ. Ç ðñïóèÞêç ôïõ íåüôåñïõ áíïóïêáôáóôáëôéêïý

öáñìÜêïõ rapamycin, ðïõ åìöáíßæåé óõíÝñãåéá ìå ôá

êõôôáñïôïîéêÜ áõôÜ êýôôáñá, ôá ïðïßá ÷áñáêôçñßæïíôáé

êáé ùò êýôôáñá ìå éêáíüôçôá áñíçóéêõñßáò (veto cells),

åðéôõã÷Üíåé ôåëéêÜ äñáóôéêÞ åëÜôôùóç ôçò GVHD êáé,

åðïìÝíùò, ìåéþíåôáé óçìáíôéêÜ ç ôïîéêüôçôá ôçò áëëï-

ãåíïýò ìåôáìüó÷åõóçò áñ÷Ýãïíùí áéìïðïéçôéêþí êõô-

ôÜñùí.52 H áëëïãåíÞò HSCT áðü ðåñéöåñéêÜ êýôôáñá

Ý÷åé õøçëüôåñá ðïóïóôÜ DFS óõãêñéôéêÜ ìå ôçí áëëï-

ãåíÞ ìåôáìüó÷åõóç áðü ìõåëü ôùí ïóôþí (ÂÌÔ) (93%

óôá 4 ÷ñüíéá Ýíáíôé 62%, Ñ=0,047). Ç äéáöïñÜ ïöåßëå-

ôáé óôá ìéêñüôåñá ðïóïóôÜ õðïôñïðþí. Ùóôüóï, ç ðïéü-

ôçôá æùÞò åßíáé óçìáíôéêÜ êáëýôåñç óôçí ïìÜäá ôçò

BMT, ëüãù ìéêñüôåñïõ ðïóïóôïý GVHD (Ñ=0,005).53

3.3.1. ̧ êâáóç ôçò allo-SCT áíÜ êáôçãïñßá êõôôáñï-

ãåíåôéêïý êéíäýíïõ. Ôá êõôôáñïãåíåôéêÜ åõñÞìáôá áðï-

ôåëïýí êõñßáñ÷ï ãíþñéóìá ôçò íüóïõ êáé óõíéóôïýí ôéò

áêüëïõèåò oìÜäåò êéíäýíïõ:

á. ÏìÜäá ÷áìçëïý êéíäýíïõ

Åêôüò áðü ôç ìåëÝôç ôçò Intergroup 4, üëåò ïé Üëëåò

÷áìçëïý êéíäýíïõ ðñïïðôéêÝò ìåëÝôåò54,55 áðÝôõ÷áí íá

ôåêìçñéþóïõí õðåñï÷Þ ôçò allo-SCT óôçí åðéâßùóç óôçí

ïìÜäá ìå åõíïúêü êáñõüôõðï. Ðñïò ôï ðáñüí, öáßíåôáé

üôé óå áóèåíåßò ÷áìçëïý êéíäýíïõ (8;21), t(15;17), inv16

äåí Ý÷ïõí èÝóç ç allo-SCT êáé ç auto-SCT.39

â. ÏìÜäá óõìâáôéêïý (standard)/åíäéÜìåóïõ êéíäýíïõ

Ïé ìåëÝôåò MRC AML-1055 êáé ÅORTC/GIMEMA

AML-1056 ôåêìçñßùóáí åëáôôùìÝíï ðïóïóôü õðïôñï-

ðþí (relapse rate, RR) êáé âåëôéùìÝíç DFS ìå allo-SCT,

áëëÜ áêüìç äåí åßíáé áäéáìöéóâÞôçôï üôé ç allo-SCT

âåëôéþíåé ôçí ÏS (MRC AML-12).

Ùóôüóï, õðÜñ÷åé áêüìç åôåñïãÝíåéá óôçí ïìÜäá óõì-

âáôéêïý (standard) êéíäýíïõ êáé, åðéðëÝïí, ç RR, åêôüò

áðü ôïí êõôôáñïãåíåôéêü êßíäõíï, åðçñåÜæåôáé êáé áðü

ôçí áíôáðüêñéóç óôçí 1ç Ýöïäï êáé áðü ôçí ðáñïõóßá

ôçò ìåôÜëëáîçò FLT3. ÄçëáäÞ, åßíáé ðéèáíü íá ùöå-

ëïýíôáé ìå ôçí allo-SCT ìüíï ïé áóèåíåßò ðïõ åêöñÜ-

æïõí ôç ìåôÜëëáîç ôïõ FLT3 Þ üóïé äåí åðéôõã÷Üíïõí

CR1 ìå ôçí ðñþôç Ýöïäï.39

ã. ÏìÜäá õøçëïý êéíäýíïõ

Ç ìåëÝôç EORTC/GIMEMA AML-10 Ýäåéîå üôé ôá

ìåãáëýôåñá ïöÝëç áðü ôçí allo-SCT, óõãêñéôéêÜ ìå ôçí

auto-SCT Þ ôçí IC (åíôáôéêÞ ÷çìåéïèåñáðåßá), åß÷å ç

ïìÜäá ìå äõóìåíÞ êáñõüôõðï.

Åðéóçìáßíåôáé üìùò üôé, óôçí áíùôÝñù ìåëÝôç, óôçí

ïìÜäá õøçëïý êéíäýíïõ óõìðåñéëáìâÜíïíôáí üëïé ïé

áóèåíåßò ÷ùñßò åõíïúêü/öõóéïëïãéêü êáñõüôõðï. Áíôé-

èÝôùò, óôç ìåëÝôç MRC AML-10 äåí ôåêìçñéþèçêå

õðåñï÷Þ ôçò allo-SCT óôïõò õøçëïý êéíäýíïõ áóèå-

íåßò, áëëÜ óôïõò áóèåíåßò óõìâáôéêïý êéíäýíïõ (stan-

dard). Åäþ, üìùò, ïé ìéóïß áðü ôïõò áóèåíåßò ìå äõóìå-

íÞ êáñõüôõðï åß÷áí óõìðåñéëçöèåß óôïõò áóèåíåßò óõì-

âáôéêïý êéíäýíïõ (standard).54,55

ÓõíïðôéêÜ, óôçí allo-SCT èá ðñÝðåé íá ëçöèåß õðüøç

üôé ãßíåôáé Ýììåóç åðéëïãÞ óå áóèåíåßò ìå åõíïúêÞ íüóï,

ïé ïðïßïé ðáñáìÝíïõí óå CR ìÝ÷ñé ôç ìåôáìüó÷åõóç, êáé

äåí èá ðñÝðåé íá äéáöåýãåé ôï ãåãïíüò üôé ãéá íá áíé-

÷íåõèåß äéáöïñÜ óôçí åðéâßùóç êáôÜ 10%, ð.÷. áðü 40%

óå 50% (Ñ=0,05), áðáéôïýíôáé 1000 áóèåíåßò.57

ÅíäåéêôéêÞ åßíáé ç óôñáôçãéêÞ ôçò MRC AML-15,

üðïõ áóèåíåßò çëéêßáò 35–45 åôþí ìå óõìâáôü áäåëöü

ðñïãñáììáôßæïíôáé ãéá NSCT, åíþ ïé õðüëïéðïé íåüôå-

ñïé ãéá óõìâáôéêÞ èåñáðåßá.39 ÄçëáäÞ, ç MRC åãêáôá-

ëåßðåé ðëÝïí ôçí ASCT, áöïý äåí äéáðßóôùóå ìÝ÷ñé

ôþñá ðëåïíÝêôçìá óôçí åðéâßùóç áðü ôçí åöáñìïãÞ

ôçò.39

3.4. Áõôüëïãç ìåôáìüó÷åõóç áñ÷Ýãïíùí
áéìïðïéçôéêþí êõôôÜñùí (auto-SCT)

Ç áõôüëïãç ìåôáìüó÷åõóç åßíáé ìéá åíáëëáêôéêÞ ðñï-

óÝããéóç óå áóèåíåßò ðïõ óôåñïýíôáé êáôÜëëçëïõ HLA-

óõìâáôïý äüôç58 êáé ðñáêôéêÜ ìðïñåß íá åöáñìïóôåß ó÷å-

äüí óå üëïõò ôïõò áóèåíåßò. H OS êõìáßíåôáé áðü 45–

55%, åíþ ï ìåôáìïó÷åõôéêüò êßíäõíïò åßíáé ðïëý ÷áìç-

ëüò Ýùò êáé ìçäåíéêüò.59 Ç ùöÝëåéá Þ ìç ôçò êÜèáñóçò

(purging) ãéá åêñßæùóç ôùí ëåõ÷áéìéêþí êõôôÜñùí äåí
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Ý÷åé ôåêìçñéùèåß ìå ðñïïðôéêÝò óõãêñéôéêÝò ìåëÝôåò.60 Ôï

ìåßæïí ìåéïíÝêôçìá ôçò áõôüëïãçò ìåôáìüó÷åõóçò åßíáé

ç áðïõóßá ôçò áíïóïëïãéêÞò äñÜóçò ôçò GVL, áëëÜ êáé

ç åðáíá÷ïñÞãçóç ëåõ÷áéìéêþí êõôôÜñùí (contamination),

ëüãù ýðáñîçò õðïëåéììáôéêÞò íüóïõ.

Óå óõãêñéôéêÞ áîéïëüãçóç, áðü ôçí EBMT, ôçò áõôü-

ëïãçò ìåôáìüó÷åõóçò áðü ðåñéöåñéêÜ êýôôáñá (peri-

pheral blood stem cell transplantation, PBSCT), Ýíáíôé

áõôÞò áðü ìõåëü ôùí ïóôþí (bone marrow stem cell

transplantation, BMSCT), äåí ðñïÝêõøáí äéáöïñÝò óôá

2 ÷ñüíéá áíáöïñéêÜ ìå ôçí åðéâßùóç åëåýèåñç ëåõ÷áé-

ìßáò Þ ôá ðïóïóôÜ õðïôñïðþí.61 ×áñáêôçñéóôéêü åßíáé

ôï ãåãïíüò üôé ç áéìáôïëïãéêÞ áíÜêáìøç ìåôÜ áðü

auto-SCT óôçí ÏÌË åßíáé âñáäýôåñç áðü áõôÞ ïðïéá-

óäÞðïôå Üëëçò áéìáôïëïãéêÞò êáêïÞèåéáò.62 ÓçìáíôéêÞ

åîÝëéîç áðïôåëåß ç åéóáãùãÞ íåüôåñùí áãùíéóôþí ôùí

õðïäï÷Ýùí ÷çìïêéíþí, üðùò ð.÷. ôçò CXCR4-lig, ç ïðïßá

êéíçôïðïéåß ãñçãïñüôåñá êáé ðåñéóóüôåñá áñ÷Ýãïíá PBSC

óõãêñéôéêÜ ìå ôïí G-CSF.63

Óå äýï óõãêñéôéêÝò ìåëÝôåò64,65 äåí ðñïÝêõøå âåë-

ôßùóç ïýôå óôçí DFS ïýôå óôçí OS, åíþ óå Üëëç ìåëÝ-

ôç55 ðáñïõóéÜóôçêå âåëôßùóç ìüíï óôçí DFS áðü ôçí

åöáñìïãÞ auto-SCT.

4. ÓÕÃÊÑÉÔÉÊÇ ÁÎÉÏËÏÃÇÓÇ ÔÇÓ ÈÅÑÁÐÅÉÁÓ
ÅÍÉÓ×ÕÓÇÓ ÌÅ ÅÍÔÁÔÉÊÏÐÏÉÇÌÅÍÇ
×ÇÌÅÉÏÈÅÑÁÐÅÉÁ, ÁËËÏÃÅÍÇ ÌÅÔÁÌÏÓ×ÅÕÓÇ
ÊÁÉ ÁÕÔÏËÏÃÇ ÌÅÔÁÌÏÓ×ÅÕÓÇ ÓÅ ÁÓÈÅÍÅÉÓ
ÌÅ ÏÎÅÉÁ ÌÕÅËÏÃÅÍÇ ËÅÕ×ÁÉÌÉÁ
ÓÔÇÍ ÐÑÙÔÇ ÕÖÅÓÇ

Ç âåëôßùóç ôçò Ýêâáóçò ôùí áóèåíþí ìåôÜ áðü åíôá-

ôéêÞ ÷çìåéïèåñáðåßá åß÷å ùò áðïôÝëåóìá ç OS óôçí

ðåíôáåôßá íá áíÝñ÷åôáé óôï 50% êáé ç DFS óôï 40%.

ÅðïìÝíùò, ôåëéêÜ, ç OS ìåôÜ áðü åíôáôéêÞ ÷çìåéïèåñá-

ðåßá åßíáé ðáñüìïéá ìå áõôÞ ôùí ìåôáìïó÷åýóåùí.39

Åíäå÷ïìÝíùò, ç åöáñìïãÞ PBSCT óõíïäåýåôáé áðü

ìéêñüôåñá ðïóïóôÜ õðïôñïðþí Ýíáíôé ôçò BMSCT.62 Ïé

áóèåíåßò ìå åõíïúêü êáñõüôõðï t(15;17), t(8;21), inv(16)

åìöáíßæïõí 30% êßíäõíï õðïôñïðÞò. Áíôßèåôá, ïé áóèå-

íåßò ìå äõóìåíÞ êáñõüôõðï 5/7/3 (q-) Þ ìå ðïëëáðëÝò

êáñõïôõðéêÝò áíùìáëßåò Ý÷ïõí 75% êßíäõíï õðïôñï-

ðÞò, åíþ ç ðëåéïíüôçôá ôùí áóèåíþí áíÞêåé óôçí ïìÜ-

äá óõìâáôéêïý êéíäýíïõ (standard risk), ìå ðåíôáåôÞ

OS 43%.54 Óå ðñïïðôéêÞ ìåëÝôç óõíåñãáóßáò ôçò EORTC

êáé ôçò GIMEMA, ìå ôõ÷áéïðïßçóç ôùí áóèåíþí ìåôÜ

ôç CR1 óôï óêÝëïò Á (áëëïãåíÞò ìåôáìüó÷åõóç), óôï

óêÝëïò Â (2ïò êýêëïò èåñáðåßáò åíßó÷õóçò ìå áñáóõ-

ôßíç 2 g/m2/12ùñï ãéá ôéò çìÝñåò 1–4 êáé íôáïõíï-

ñïõìðéóßíç 45 mg/m2 ãéá ôéò çìÝñåò 5–7) êáé óôï óêÝ-

ëïò Ã (áõôüëïãç ìåôáìüó÷åõóç ìå ó÷Þìá ðñïåôïéìáóßáò

êõêëïöùóöáìßäç/ïëéêÞ óùìáôéêÞ áêôéíïâüëçóç), óôá

4 ÷ñüíéá ç OS Þôáí ðáñüìïéá (59% óôï óêÝëïò Á, 46%

óôï Â êáé 56% óôï Ã). Áí êáé ïé õðïôñïðÝò Þôáí ðåñéó-

óüôåñåò óôï óêÝëïò Ã, ç ðåñéìåôáìïó÷åõôéêÞ èíçôüôçôá

Þôáí ìåãáëýôåñç óôïõò áóèåíåßò ôïõ óêÝëïõò Á.55

Ôá ðïñßóìáôá üìùò ôçò ìåëÝôçò áðü ôçí Intergroup

(ECOG/SWOG/CALGB),64 ðáñüëï ôïí ðáñüìïéï ó÷å-

äéáóìü, õðÞñîáí äéáöïñåôéêÜ. ̧ ôóé, åíþ ç åðéâßùóç åëåý-

èåñçò íüóïõ (DFS) óôá 4 ÷ñüíéá óôï óêÝëïò Á, äçëá-

äÞ óôç ìåôáìüó÷åõóç, äåí Þôáí óôáôéóôéêþò óçìáíôéêÜ

ìåãáëýôåñç (43%) áðü ü,ôé óôï óêÝëïò Â (34%) Þ óôï

óêÝëïò Ã (34%), ç ôåëéêÞ åðéâßùóç (OS) óôï óêÝëïò Â

(HiDAC) âñÝèçêå ìåãáëýôåñç áðü ü,ôé óôá óêÝëç Á êáé

Ã. Åíäå÷ïìÝíùò, ôá åõñÞìáôá áõôÜ óõó÷åôßæïíôáé ìå ôç

äõíáôüôçôá åöáñìïãÞò ìåôáìüó÷åõóçò óå ðåñéðôþóåéò

õðïôñïðÞò ìåôÜ áðü èåñáðåßá åíßó÷õóçò ìå HiDAC (åéê.

4).

Óå ìåëÝôç ôçò GOELAM (The Group Quest Est Leuke-

mies Aignes Myeloblastiques), üðïõ Ýãéíå ôõ÷áéïðïßçóç

ìåôáîý áõôüëïãçò ìåôáìüó÷åõóçò êáé èåñáðåßáò åíßó÷õ-

óçò ìå åíôáôéêÞ ÷çìåéïèåñáðåßá, äåí ðñïÝêõøå äéáöï-

ñÜ óôçí DFS êáé ôçí OS óôá 4 ÷ñüíéá.65

Ùóôüóï, ðñÝðåé íá åðéóçìáíèåß üôé ç åêôßìçóç êáé ç

áîéïëüãçóç ôùí áðïôåëåóìÜôùí äéáöüñùí èåñáðåéþí

ìåôÜ áðü ôçí ýöåóç äåí ìðïñåß íá ãßíåôáé ÷ùñßò íá

ëáìâÜíïíôáé õðüøç ôá ÷áñáêôçñéóôéêÜ ôçò íüóïõ ðñéí

áðü ïðïéáäÞðïôå èåñáðåõôéêÞ ðáñÝìâáóç. ÐñÜãìáôé, ïé

áóèåíåßò ìå äõóìåíÞ êáñõüôõðï åß÷áí óçìáíôéêÜ êáëý-

Åéêüíá 4. ÓõíïëéêÞ åðéâßùóç áóèåíþí áíÜëïãá ìå ôïí ôýðï ôçò èåñá-

ðåßáò ìåôÜ ôçí ýöåóç.64

×ñüíïò (Ýôç ìåôÜ ôçí ýöåóç)
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ÏìÜäá Áñéèìüò åðéêßíäõíùí óõìâÜíôùí

Auto-SCT 27/116 27/87 5/56 3/43 0/30
Allo-SCT 38/113 9/74 8/61 2/36 0/25
HiDAC 12/117 30/104 11/74 1/47 1/29

Auto-SCT (áõôüëïãç ìåôáìüó÷åõóç ìõåëïý ïóôþí)
Allo-SCT (áëëïãåíÞò ìåôáìüó÷åõóç ìõåëïý ïóôþí)
HiDAC (õøçëÞ äüóç áñáóõôßíçò)
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ôåñç Ýêâáóç ìå allo-SCT. Ç ìåëÝôç MRC AML-10 ó÷å-

äéÜóôçêå ìå óêïðü íá ðñïóäéïñßóåé ôçí áîßá ôçò ðñï-

óèÞêçò ôçò áõôüëïãçò ìåôáìüó÷åõóçò auto-SCT (auto-

stem cell transplantation), ìåôÜ áðü èåñáðåßá åíßó÷õóçò

ìå åíôáôéêïðïéçìÝíç ÷çìåéïèåñáðåßá, óôç âåëôßùóç ôçò

DFS áóèåíþí ìå ÏÌË óôç CR1.66,60 MåôÜ áðü 3 êý-

êëïõò èåñáðåßáò åíßó÷õóçò ìå åíôáôéêÞ ÷çìåéïèåñáðåßá,

Ýãéíå óõëëïãÞ ìõåëïý ôùí ïóôþí áðü áóèåíåßò ïé ïðïßïé

óôåñïýíôáí óõìâáôïý óõããåíéêïý äüôç. Áêïëïýèùò, ïé

áóèåíåßò áõôïß êáôáíåìÞèçêáí ôõ÷áßá íá ëÜâïõí, ìåôÜ

áðü Ýíáí ðñüóèåôï êýêëï ÷çìåéïèåñáðåßáò, åßôå auto-

SCT ìå èåñáðåßá ðñïåôïéìáóßáò êõêëïöùóöáìßäç êáé

ïëéêÞ áêôéíïâüëçóç (total body irradiation, ÔÂÉ) (óêÝëïò

Á), åßôå êáìéÜ ðåñáéôÝñù èåñáðåßá (óêÝëïò Â).

Ç ôåëéêÞ áíÜëõóç Ýäåéîå üôé ï áñéèìüò ôùí õðïôñï-

ðþí Þôáí óçìáíôéêÜ ìéêñüôåñïò óôçí ïìÜäá ôçò auto-

SCT (37% Ýíáíôé 58%, Ñ=0,0007). To áîéïóçìåßùôï

åßíáé üôé ç åõåñãåôéêÞ äñÜóç ôçò auto-SCT áöïñïýóå

óå üëåò ôéò êõôôáñïãåíåôéêÝò ïìÜäåò êéíäýíïõ.

Óôá 7 ÷ñüíéá, ç óõíïëéêÞ åðéâßùóç ãéá ôçí ïìÜäá

ôçò auto-SCT áíÞëèå óå 57% (óêÝëïò Á), Ýíáíôé 45%

ãéá ôçí ïìÜäá ç ïðïßá äåí åëÜìâáíå ðåñáéôÝñù èåñá-

ðåßá (óêÝëïò Â). Ç äéáöïñÜ üìùò óôçí OS äåí Þôáí

óôáôéóôéêþò óçìáíôéêÞ (Ñ=0,2) (åéê. 5).

ÅðïìÝíùò, ìå üñïõò åðéâßùóçò (óå áóèåíåßò üðïõ

åß÷å åðéôåõ÷èåß CR), ç èåñáðåßá åíßó÷õóçò ìå åíôáôéêÞ

÷çìåéïèåñáðåßá HiDAC åßíáé åíäå÷ïìÝíùò éóïäýíáìç

ôçò auto-SCT Þ ôçò allo-SCT.67 Eðßóçò, äåí õðÞñ÷å õðå-

ñï÷Þ ôçò allo-SCT Ýíáíôé ôùí Üëëùí èåñáðåéþí, ìå

Ðßíáêáò 1. ÓõãêñéôéêÜ áðïôåëÝóìáôá åðéâßùóçò åëåýèåñçò íüóïõ
(disease free survival, DFS) êáé óõíïëéêÞò åðéâßùóçò (overall survival,
OS) ìåôáîý ìåôáìïó÷åõèÝíôùí ìå allo-SCT (Ì) êáé ìç ìåôáìïó÷åõèÝ-
íôùí (MÌ) áóèåíþí óå äéÜóôçìá ðáñáêïëïýèçóçò 4 åôþí êáé Üíù.39

 ÊëéíéêÞ äïêéìÞ DFS (%) OS (%)

Ì ÌÌ Ì ÌÌ

1. EORTC/GIMEMA AML-8 46  33* 48 40

2. EORTC/GIMEMA AML-10 51,4 41,2** 58 49,4

3. GOELAM 44 38 53 53

4. MRC AML-10 50 42 55 50

Intergroup 43 35 46 52

*P=0,01, **P=0,046

Åéêüíá 5. ÓõíïëéêÞ åðéâßùóç áóèåíþí ìå ôõ÷áßá êáôáíïìÞ, ìåôÜ áðü

åðéôõ÷Þ èåñáðåßá åöüäïõ êáé ôñåéò êýêëïõò èåñáðåßáò åíßó÷õóçò, ãéá

ëÞøç åßôå auto-SCT (óêÝëïò A), åßôå êáìéÜò Üëëçò ðåñáéôÝñù èåñáðåßáò

(óêÝëïò Â).66

Ðßíáêáò 2. ÓõãêñéôéêÜ áðïôåëÝóìáôá ðñïïðôéêþí ìåëåôþí46 áõôüëï-
ãçò ìåôáìüó÷åõóçò (ÁÌ) óå åíÞëéêåò, óõãêñéôéêÜ ìå ÷çìåéïèåñáðåßåò
(×È), óå äéÜóôçìá 4 åôþí êáé Üíù, áíáöïñéêÜ ìå ôá ðïóïóôÜ õðïôñï-
ðþí (rate relapse, RR), ôçí åëåýèåñç íüóïõ åðéâßùóç (disease free
survival, DFS) êáé ôç óõíïëéêÞ åðéâßùóç (overall survival, OS).

 ÊëéíéêÞ äïêéìÞ RR (%) DFS (%) OS (%)

AM XÈ ÁÌ ×È ÁÌ ×È

1. EORTC/GIMEMA AML8 40 57 48 30 56 46

2. GOELAM ÍÁ ÍÁ 44 40 50 55

3. MRC AML-10 37 58 53 40 57 45

NA=Not applicable, P=0,0007, P=0,04

×ñüíïò (Ýôç ìåôÜ ôçí ôõ÷áéïðïßçóç)

Áñéèìüò åðéêßíäõíùí óõìâÜíôùí

A 190 148 116 92 74 56 41 21
Â 191 148 115 89 71 50 33 12

7åôÞ óõíïëéêÞ åðéâßùóç 56% ãéá ïìÜäá äïôþí Ýíáíôé

50% ôçò ïìÜäáò ÷ùñßò äüôåò (Ñ=0,1).73 Ùóôüóï, öáßíå-

ôáé üôé áóèåíåßò ìå óõìâáôéêü (standard) êßíäõíï êáé

íåüôåñïé ôùí 35 åôþí åìöáíßæïõí ðëåïíÝêôçìá óôçí

åðéâßùóç ìå ôçí åöáñìïãÞ allo-SCT.67

Ùóôüóï, ç åõíïúêÞ Ýêâáóç ìå allo-SCT åßíáé äõíáôü

íá ïöåßëåôáé óå åðéëïãÞ áóèåíþí ìå åõíïúêÞ âéïëïãßá

íüóïõ, ïé ïðïßïé ðÝôõ÷áí ðáñáôåôáìÝíç CR ìå ÷çìåéï-

èåñáðåßá ìÝ÷ñé ôç ìåôáìüó÷åõóç, êáé ü÷é óå ðñáãìáôé-

êÞ õðåñï÷Þ ôçò allo-SCT.39

ÓõíïðôéêÜ, ôá óõãêñéôéêÜ áðïôåëÝóìáôá ôùí ðëÝïí

óçìáíôéêþí êëéíéêþí ìåëåôþí ãéá åêôßìçóç ôçò áëëï-

ãåíïýò ìåôáìüó÷åõóçò, ôçò áõôüëïãçò ìåôáìüó÷åõóçò

êáé ôçò åíôáôéêÞò ÷çìåéïèåñáðåßáò áðåéêïíßæïíôáé óôïõò

ðßíáêåò 1 êáé 2.

ÓõíïðôéêÜ, ôá óõìðåñÜóìáôá ðïõ ðñïêýðôïõí Ý÷ïõí

ùò åîÞò:

– Ôüóï ç allo-SCT üóï êáé ç auto-SCT Ý÷ïõí êáëýôå-

ñç áíôéëåõ÷áéìéêÞ äñÜóç Ýíáíôé ôçò ÷çìåéïèåñáðåßáò

êáé áõôÞ áíôáíáêëÜôáé óôá ìåéùìÝíá ðïóïóôÜ õðï-

ôñïðÞò (RR) êáé óôç âåëôéùìÝíç DFS.
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– ÔåëéêÜ, äåí õðÜñ÷åé áýîçóç ôçò OS óôçí auto-SCT,

ëüãù ôïõ õøçëïý êéíäýíïõ èíçôüôçôáò (12%) óôçí

ïìÜäá áõôÞ (Ñ=0,008), ìå êýñéá áéôßá èáíÜôïõ ôçí

åëáôôùìÝíç áéìáôïëïãéêÞ áðïêáôÜóôáóç.

– ÐáñåìöåñÞ åßíáé êáé ôá ðñþôá áðïôåëÝóìáôá ôçò íÝáò

ìåëÝôçò MRC AML-12, üðïõ, ðáñüëï ôï ìåéùìÝíï

ðïóïóôü õðïôñïðþí óôçí allo-SCT, ôåëéêÜ äåí ðñï-

êýðôåé õðåñï÷Þ óôçí OS.39 ¼ëåò ïé ðñïïðôéêÝò ôõ÷áéï-

ðïéçìÝíåò ìåëÝôåò áðÝôõ÷áí íá ôåêìçñéþóïõí õðå-

ñï÷Þ ôçò auto-SCT óôçí OS, óõãêñéôéêÜ ìå ôç ÷çìåéï-

èåñáðåßá. ÐñÜãìáôé, ôï ðëåïíÝêôçìá ôçò áõîçìÝíçò

áíôéëåõ÷áéìéêÞò äñÜóçò ôçò auto-SCT Ýíáíôé ôçò

÷çìåéïèåñáðåßáò äåí ìåôáöñÜæåôáé óå áýîçóç ôçò OS,

ëüãù ôçò áõîçìÝíçò èíçôüôçôáò (12%) áðü áõôÞ

êáèåáõôÞ ôçí auto-SCT.54 ÅêôéìÜôáé üìùò üôé, ìåëëï-

íôéêÜ, ìå ôç ìåßùóç ôçò TRM, èá õðÜñîåé êáé áýîçóç

óôçí OS. Åðéóçìáßíåôáé ôï ãåãïíüò üôé äåí Ý÷åé ãßíåé

ðñïïðôéêÞ ìåëÝôç allo-SCT ìå ôõ÷áßá êáôáíïìÞ áóèå-

íþí óå áõôïýò ðïõ Ý÷ïõí êáé óå áõôïýò ðïõ óôåñïý-

íôáé HLA-óõìâáôïý áäåëöïý.36 ÐñÝðåé üìùò íá

ëçöèåß õðüøç üôé ïé ôå÷íéêÝò ôçò ìåôáìüó÷åõóçò

âåëôéþíïíôáé óõíå÷þò, üóïí áöïñÜ ôï êýñéï ìåéï-

íÝêôçìá, ôï ïðïßï åßíáé ï õøçëüò êßíäõíïò ðåñéìåôá-

ìïó÷åõôéêÞò èíçôüôçôáò. Ç âåëôßùóç áõôÞ åðéôõã÷Ü-

íåôáé ìÝóù ôçò áöáßñåóçò ôùí Ô-ëåìöïêõôôÜñùí,49,50

ôçò åöáñìïãÞò ìç ìõåëïáöáíéóôéêþí ó÷çìÜôùí

(NST), ôçò ÷ñÞóçò êõôôÜñùí ðåñéöåñéêïý áßìáôïò,68

ôçò ÷ñÞóçò èáëéäïìßäçò ãéá ôçí GVHD,69 åíþ ãåíé-

êÜ õðÜñ÷åé áíÜãêç åðáíåêôßìçóçò ôùí ùöåëåéþí êáé

ôùí êéíäýíùí ãéá ôç óôñáôçãéêÞ åöáñìïãÞò ôùí èå-

ñáðåõôéêþí åðéëïãþí.39

Óôç óõãêñéôéêÞ áîéïëüãçóç ôùí áðïôåëåóìÜôùí ôùí

èåñáðåõôéêþí åðéëïãþí áðáéôåßôáé éäéáßôåñç ðñïóï÷Þ ãéá

ôçí áðïöõãÞ åóöáëìÝíùí óõìðåñáóìÜôùí. Ãéá ðáñÜ-

äåéãìá, äåí èá ðñÝðåé íá äéáöåýãåé ôçò ðñïóï÷Þò ôï

ãåãïíüò üôé Ýíáò áñéèìüò áóèåíþí, ïé ïðïßïé åß÷áí

ðñïãñáììáôéóôåß êáé Þôáí õðïøÞöéïé ãéá ìåôáìüó÷åõ-

óç, åß÷áí ðñþéìç õðïôñïðÞ êáé åðïìÝíùò äåí óõìðåñéå-

ëÞöèçóáí óôçí ôåëéêÞ áíÜëõóç ôùí áðïôåëåóìÜôùí ôçò

ìåôáìüó÷åõóçò.

ÓõíïðôéêÜ, ç ôñÝ÷ïõóá èåñáðåõôéêÞ óôñáôçãéêÞ óôçí

áíôéìåôþðéóç ðñùôïäéáãíùóìÝíçò ïîåßáò ìõåëïãåíïýò

ëåõ÷áéìßáò óå çëéêßåò <55 åôþí åßíáé ç ÷ïñÞãçóç óõì-

âáôéêÞò (standard) èåñáðåßáò åöüäïõ ìå íôáïõíïñïõ-

ìðéóßíç Þ éíôáñïõìðéóßíç êáé áñáóõôßíç. Åöüóïí õðÜñ-

÷åé HLA-óõìâáôüò áäåëöüò, áêïëïõèåß áëëïãåíÞò ìå-

ôáìüó÷åõóç, åßôå áìÝóùò ìåôÜ ôçí Ýöïäï åßôå ìåôÜ áðü

Ýíáí êýêëï èåñáðåßáò åíßó÷õóçò ìå åíôáôéêïðïéçìÝíç

÷çìåéïèåñáðåßá (áñáóõôßíç 3 g/m2/12ùñï åðß 6 çìÝ-

ñåò Þ 3 g/m2/12ùñï ôéò çìÝñåò 1, 3 êáé 5). ÅÜí äåí

õðÜñ÷åé HLA-óõìâáôüò áäåëöüò, åðáêïëïõèåß APBSCT,

áöïý ðñïçãçèåß Ýíáò êýêëïò õøçëþí äüóåùí áñáóõôß-

íçò. ÔÝëïò, åÜí äåí åöáñìïóôåß ïýôå áõôüëïãç ìåôá-

ìüó÷åõóç, ÷ïñçãïýíôáé 4 êýêëïé HiDAC.36

Ùóôüóï, õðÜñ÷åé êáé ç Üðïøç Üëëùí óõããñáöÝùí,

ïé ïðïßïé ùò èåñáðåßá ìåôÜ ôç CR ðñïôåßíïõí allo-SCT

Þ auto-SCT ìüíï ãéá ôçí ïìÜäá õøçëïý êéíäýíïõ, åíþ

ãéá ôéò Üëëåò ïìÜäåò óõíéóôïýí ìüíï HiDAC.73 Óå ó÷Ý-

óç ìå ôéò êáñõïôõðéêÝò áíùìáëßåò êáé ôéò èåñáðåõôéêÝò

åðéëïãÝò, üôáí õðÜñ÷åé åõíïúêüò êáñõüôõðïò ìðïñåß íá

÷ïñçãçèåß óõìâáôéêÞ ÷çìåéïèåñáðåßá (7+3) êáé áêï-

ëïýèùò èåñáðåßá åíßó÷õóçò ìå åíôáôéêïðïéçìÝíç ÷ç-

ìåéïèåñáðåßá Þ ìåôáìüó÷åõóç70,71 (åéê. 6).

5. ÈÅÑÁÐÅÉÁ ÁÓÈÅÍÙÍ ÌÅ ÅÐÉÌÅÍÏÕÓÁ ÍÏÓÏ
ÌÅÔÁ ÔÏÍ ÐÑÙÔÏ ÊÕÊËÏ ÅÖÏÄÏÕ,
ÌÅ ÕÐÏÔÑÏÐÇ ÊÁÉ ÌÅ ÁÍÈÅÊÔÉÊÇ
ÏÎÅÉÁ ÌÕÅËÏÃÅÍÇ ËÅÕ×ÁÉÌÉÁ

Óå ðåñéðôþóåéò ðáñáìïíÞò íüóïõ ìåôÜ áðü èåñáðåßá

åöüäïõ, óõíéóôÜôáé ç ÷ïñÞãçóç 2ïõ êýêëïõ ìå HiDAC.

Ìå áõôÞ ôçí ðñáêôéêÞ, ôá ðïóïóôÜ CR åßíáé ìåãáëýôå-

ñá áðü ü,ôé ìå åðáíá÷ïñÞãçóç ôïõ ßäéïõ ó÷Þìáôïò ìå

ôç óõìâáôéêÞ äüóç ôçò áñáóõôßíçò.73 Ùóôüóï, ç DFS

óôá 5 ÷ñüíéá åßíáé ìéêñüôåñç üôáí ãéá ôçí åðßôåõîç CR

áðáéôåßôáé êáé 2ïò êýêëïò êáé, óôçí ðåñßðôùóç áõôÞ, ç

èåñáðåõôéêÞ åðéëïãÞ åßíáé ç áëëïãåíÞò ìåôáìüó÷åõóç,

ç ïðïßá åðéìçêýíåé ôüóï ôçí DFS üóï êáé ôçí OS.74,75

Óõíå÷þò áõîáíüìåíç ÷ñÞóç ðáñïõóéÜæåé êáé ï óõíäõá-

óìüò éíôáñïõìðéóßíçò, áñáóõôßíçò, åôïðïóßäçò (ICE), ìå

õøçëÜ ðïóïóôÜ ýöåóçò óå íåáñïýò áóèåíåßò.73 Óå ðå-

ñéðôþóåéò õðïôñïðÞò, ïé ðéèáíüôçôåò ìáêñÜò åðéâßùóçò

åîáñôþíôáé êáôÜ êýñéï ëüãï áðü ôç äéÜñêåéá ðáñáìï-

íÞò ôçò CR >6 ìÞíåò. Ôá ðïóïóôÜ ôçò äåýôåñçò ýöåóçò

(CR2) êõìáßíïíôáé áðü 22–68%, áíáëüãùò ôçò äéÜñ-

êåéáò ôçò CR1 êáé ôïõ êõôôáñïãåíåôéêïý ôýðïõ. Õðïôñï-

ðÝò áðü ôï êåíôñéêü íåõñéêü óýóôçìá (ÊÍÓ) åìöáíßæï-

íôáé ðåñßðïõ óôï 15% ôùí ðåñéðôþóåùí êáé óõíÞèùò

áöïñïýí óôïõò õðüôõðïõò Ì4 êáé Ì5 ôçò ÏÌË. Ç

èåñáðåßá ôçò ëåõ÷áéìéêÞò ìçíéããßôéäáò ðåñéëáìâÜíåé

åíäïññá÷éáßåò (intrathecal, ÉÔ) åã÷ýóåéò ìåèïôñåîÜôçò

(ÌÔ×) Þ áñáóõôßíçò äýï öïñÝò ôçí åâäïìÜäá ìáæß ìå

êñáíéïíùôéáßá áêôéíïâüëçóç. Ïé õøçëÝò äüóåéò áñáóõ-

ôßíçò (HiDAC) Ý÷ïõí êáëÞ äéåéóäõôéêüôçôá óôï ÊÍÓ

êáé, ðáñÜëëçëá, åßíáé ÷ñÞóéìåò êáé óôçí êáôÜ êáíüíá

óõíõðÜñ÷ïõóá íüóï ôïõ ìõåëïý.73 Oé èåñáðåßåò åðáíå-

öüäïõ, ãåíéêÜ, åßíáé áíáðïôåëåóìáôéêÝò êáé ðïéêßëëïõí

åõñÝùò, üðùò áìóáêñßíç êáé åôïðïóßäç, õøçëÝò äüóåéò

áñáóõôßíçò, ôñïðïðïéçôÝò mdr (multiple drug resistance),
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íåüôåñåò öáñìáêåõôéêÝò ïõóßåò, üðùò ôïðïôåêÜìç, âéï-

ëïãéêÝò ðñïóåããßóåéò, üðùò ç éíôåñëåõêßíç-2 êáé ôï

áíôßóùìá anti-CD33 (Myelotarg).76 Óå áóèåíåßò ìå õðï-

ôñïðÞ ìåôÜ áðü allo-SCT Ý÷åé ãßíåé ðñïóðÜèåéá äéÝãåñ-

óçò ôçò áëëïáíôßäñáóçò ãéá äñÜóç ìïó÷åýìáôïò Ýíá-

íôé ëåõ÷áéìßáò ìå ôçí åðáíÝã÷õóç ëåõêïêõôôÜñùí äüôç

(donor lymphocyte infusion, DLI). H ðñáêôéêÞ áõôÞ åß-

íáé óôáèåñÜ áðïôåëåóìáôéêÞ óôéò ðåñéðôþóåéò ÷ñïíßáò

ìõåëïãåíïýò ëåõ÷áéìßáò, åíþ óôéò ðåñéðôþóåéò ÏÌË åßíáé

ëéãüôåñï ðñïâëÝøéìç êáé åîáñôÜôáé åí ðïëëïßò êáé áðü

ôçí åðéèåôéêüôçôá ôçò õðïôñïðÞò. Óå ðåñéðôþóåéò õðï-

ôñïðÞò ìåôÜ ôïí 1ï ÷ñüíï áðü ôçí allo-SCT Ý÷åé äïêé-

ìáóôåß êáé ç áðüóõñóç ôçò áíïóïêáôáóôïëÞò êáé ç

åöáñìïãÞ 2çò allo-SCT.75,76

ÔÝëïò, åíôõðùóéáêÜ åßíáé ôá áðïôåëÝóìáôá ðñüóöá-

ôçò ìåëÝôçò áðü åöáñìïãÞ ôçò ASCT óå ðñï÷ùñçìÝíç

ëåõ÷áéìßá (ðñùôïãåíþò áíèåêôéêÞ ëåõ÷áéìßá, ç ïðïßá

åéóÞëèå óå ýöåóç ìå èåñáðåßá äéÜóùóçò/áóèåíåßò óå

CR2 Þ êáèõóôåñçìÝíç CR), ìå DFS 54% óôá 5 ÷ñüíéá.

Ðñéí áðü ôçí auto-SCT, ÷ïñçãÞèçêå èåñáðåßá åíßó÷õ-

óçò ìå áñáóõôßíç/åôïðïóßäç.77

6. ÐÑÏÃÍÙÓÔÉÊÏÉ ÐÁÑÁÃÏÍÔÅÓ
ÓÔÇÍ ÏÎÅÉÁ ÌÕÅËÏÃÅÍÇ ËÅÕ×ÁÉÌÉÁ

Ïé ðëÝïí óçìáíôéêïß ðñïãíùóôéêïß ðáñÜãïíôåò óôçí

ÏÌË åßíáé ïé áêüëïõèïé:

• Ç çëéêßá ôïõ áóèåíïýò. Óôçí çëéêßá ôùí 50 åôþí ç

óõ÷íüôçôá åìöÜíéóçò ôçò íüóïõ åßíáé 3–5 ðåñéðôþ-

óåéò áíÜ 100.000 Üôïìá, óôçí çëéêßá ôùí 70 åôþí

15/100.000 êáé óôçí çëéêßá ôùí 90 åôþí 35/

100.000, äçëáäÞ ìåôÜ ôá 50 ç áýîçóç ôçò åðßðôùóçò

åßíáé åêèåôéêÞ

• Ï áñéèìüò ôùí ëåõêþí áéìïóöáéñßùí êáôÜ ôç äéÜ-

ãíùóç

• Ç áíÜðôõîç ôçò ëåõ÷áéìßáò de novo Þ åÜí Ý÷åé ðñïç-

ãçèåß ìõåëïäõóðëáóßá (ÌÄÓ) Þ ëåõ÷áéìéïãüíïò èå-

ñáðåßá (therapy related AML, t-AML)

• Ç ðáñïõóßá åéäéêþí êõôôáñïãåíåôéêþí áíùìáëéþí

êáé ç åðáêüëïõèç ôáîéíüìçóç óå ïìÜäåò êéíäýíïõ

(ðßí. 3)

• Ç Ýêöñáóç ôïõ CD34

• Ç Ýêöñáóç ôïõ MDR1

• FAB Mo, M1, M5, M6, M7

• ÄõóðëáóôéêÞ ìïñöïëïãßá êáôÜ ôç äéÜãíùóç

• ÅîùìõåëéêÞ íüóïò êáôÜ ôç äéÜãíùóç

• ÁíÜëïãç, ðëÝïí ôïõ åíüò êýêëïõ, ÷çìåéïèåñáðåßá

ãéá åðßôåõîç ðëÞñïõò ýöåóçò. Ïé äÝêá áõôïß ðáñÜãï-

íôåò êéíäýíïõ áöïñïýí êáôåîï÷Þí áóèåíåßò ìå ÏÌË,

ïé ïðïßïé èåñáðåýïíôáé ìüíï ìå ÷çìåéïèåñáðåßá76

• Áõîáíüìåíç ðñáêôéêÞ óçìáóßá áðïêôÜ ç ôáõôïðïßç-

óç åéäéêþí ãïíéäßùí ìå åêëåêôéêÞ Ýêöñáóç óå áéìï-

ðïéçôéêÜ êýôôáñá, êýñéïò åêðñüóùðïò ôùí ïðïßùí åßíáé

ôï FLT3, ìéá äéáìåìâñáíéêÞ êéíÜóç ôçò ôõñïóßíçò

(ìÝëïò ôçò ïéêïãÝíåéáò ôùí õðïäï÷Ýùí PDGF, FMS

êáé KIT), ôá ïðïßá åìðëÝêïíôáé óôïí ðïëëáðëáóéá-

óìü êáé ôç äéáöïñïðïßçóç ôïõ áñ÷Ýãïíïõ áéìïðïéç-

ôéêïý êõôôÜñïõ. Ðáñüëï ðïõ ç ðñïãíùóôéêÞ óçìáóßá

ôïõ FLT3 ITD åîáóèåíåß ìå ôá åíôáôéêÜ èåñáðåõôéêÜ

ó÷Þìáôá, ç ðïëõðáñáãïíôéêÞ áíÜëõóç Ý÷åé äåßîåé üôé

ôï FLT3 ITD óõíéóôÜ éó÷õñü ðñïãíùóôéêü ðáñÜãï-

íôá êéíäýíïõ õðïôñïðÞò, åðéâßùóçò åëåýèåñçò íü-

óïõ êáé óõíïëéêÞò åðéâßùóçò39

• Óå áóèåíåßò ìå t(8;21), o áõîçìÝíïò áñéèìüò ëåõêþí

áéìïóöáéñßùí êáé ü÷é ç çëéêßá åßíáé ï ìåßæùí ðñï-

ãíùóôéêüò ðáñÜãïíôáò ãéá ôïí êßíäõíï õðïôñïðÞò,

ôçí DFS êáé ôçí OS78

Åéêüíá 6. Ðéèáíüôçôåò óõíå÷ïýò ýöåóçò (CR)

óå áóèåíåßò ìå ïîåßá ìõåëïãåíÞ ëåõ÷áéìßá ÷ù-

ñßò ðñïçãçèåßóá èåñáðåßá, áíÜëïãá ìå ôçí êá-

ñõïôõðéêÞ ïìÜäá êéíäýíïõ.71 Ç ÷ñÞóç ôùí õøç-

ëþí äüóåùí áñáóõôßíçò ìå íôáïõíïñïõìðéóßíç

óôç èåñáðåßá åöüäïõ äåí öáßíåôáé íá áõîÜíåé

ôá ðïóïóôÜ CR óå áóèåíåßò ìå äõóìåíÞ êáñõü-

ôõðï, üðùò ìïíïóùìßá 7, inv(3) Þ t(6;9), êáé

åðïìÝíùò áõôïß ïé áóèåíåßò Ý÷ïõí Ýíäåéîç ãéá

ìåôáìüó÷åõóç.72

¢ëëåò áñéèìçôéêÝò áëëáãÝò, öõóéïëïãéêüò êáñõüôõðïò

¢ëëåò äïìéêÝò áëëáãÝò

Ýôç
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Ðßíáêáò 3. ÊõôôáñïãåíåôéêÞ ôáîéíüìçóç êáé ïìÜäåò êéíäýíïõ óôçí ïîåßá ìõåëïãåíÞ ëåõ÷áéìßá åíçëßêùí.*

 ÊõôôáñïãåíåôéêÞ áíùìáëßá Óõ÷íüôçôá Ãïíßäéá óýíôçîçò Ãåíåôéêïß êáé âéïëïãéêïß
(fusion genes) ôñïðïðïéçôÝò ôçò Ýêâáóçò

Á. Åõíïúêüò êõôôáñïãåíåôéêüò ôýðïò
(ïìÜäá ÷áìçëïý êéíäýíïõ) RR £25% êáé 4 Ýôç OS ³70%

t(8;21)(q22;q22) 5–8% (<55 åôþí) óðÜíéá (>55 åôþí) AML-1/ETÏ FLT3 ITD

(9%)+del (9q)+óýìðëïêï

Inv(16)(p13q22) 10%(<45 åôþí) óðÜíéá (>45 åôþí) CBFâ/MYH11 FLT3 ITD (7%)

t(1;16)(p13;q22)

t(15:17)(p21:q11) 15% (<45 åôþí) óðÜíéá (>45 åôþí) PML-RARa FLT3 ITD (37%)

ÌåôáâëçôÝò:

  t(11;17)(q23;q11) PLZ-RARa

  t(5;17)(q23;q11) NPM-RARa

  t(11;17)(q13;q11) NuMA-RARa

Â. ÅíäéÜìåóïò êõôôáñïãåíåôéêüò ôýðïò
(ïìÜäá åíäéÜìåóïõ êéíäýíïõ) RR 50% êáé 4 Ýôç OS 40–50%

+8 10% FLT3 ITD (28%)

Öõóéïëïãéêüò êáñõüôõðïò 15–20% FLT3 ITD (34%)

MLL ITD (10%)

¢ëëïé: -Y, +6

¼ëïé ïé Üëëïé ôýðïé ìç åõíïúêïß Þ äõóìåíåßò FLT3 ITD (20–30%)

Ã. ÄõóìåíÞò êõôôáñïãåíåôéêüò ôýðïò (ïìÜäá õøçëïý êéíäýíïõ)
RR 70% êáé 4 Ýôç OS £20%

Ábn11q23 MLL FLT3 ITD (0%)

Óõ÷íÝò ìåôáâëçôÝò: 5–7%

  t(;11)(q21;q23) MLL/AF4

  t(9;11)(q22;q23) MLL/AF9

  t(11;19)(q23;q13.1) MLL/AFLL

  t(11;19)(q23;q13.3) MLL/ENL

t(6;9)(q23;q34) <1% DEK/CAN Inv (3) (q21q26)

t(3;3)(q21;q26) 3–5% Ribophorin/EV11 FLT3 ITD (17%)

-5/del(5q) <10% (<45 åôþí) MDR áíèåêôéêü óôï öÜñìáêï

>10% (>45 åôþí) FLT3 ITD (0%)

-7/del(7q) <10% (<45 åôþí)

>10% (>45 åôþí) MDR áíèåêôéêü óôï öÜñìáêï

FLT3 ITD (7%)

¢ëëá: 20q, 21q, del(9q), t(9;22), abn 17p, óýìðëïêá êáñõüôõðùí (³3)

* Åðéóçìáßíåôáé üôé ç ôáîéíüìçóç áõôÞ ÷ñçóéìïðïéåßôáé áðü ôéò óõíåñãáôéêÝò ïìÜäåò ôùí ÇÐÁ (Intergroup), åíþ ç ÂñåôáíéêÞ ïìÜäá (MRC) ôáîéíïìåß ôéò êõôôáñïãåíå-
ôéêÝò áíùìáëßåò abn 11q23, del(9), del(7q) ÷ùñßò Üëëåò áíùìáëßåò, êáèþò êáé ôï óýìðëïêï abn ³3 áëëÜ £5, óôçí ïìÜäá åíäéÜìåóïõ êáé ü÷é õøçëïý êéíäýíïõ, üðùò
ç Intergroup

• Óå áóèåíåßò ìå inv(16), t(16;16), ï ìåßæùí ðñïãíù-

óôéêüò ðáñÜãïíôáò ãéá ôçí õðïôñïðÞ, ôçí DFS êáé

ôçí OS åßíáé ç çëéêßá >35 åôþí. Ãéá ôçí åðßôåõîç

ýöåóçò, êáêïß ðñïãíùóôéêïß ðáñÜãïíôåò åßíáé åßôå ï

áñéèìüò ëåõêþí >120.000/ìL, åßôå ï áñéèìüò áéìï-

ðåôáëßùí <30.000/ìL. Ç Ýêâáóç üìùò ôùí áóèåíþí

óå CR äåí åðçñåÜæåôáé áðü ôïí áñéèìü ôùí ëåõêþí

êáé åßíáé ðáñüìïéá ìåôáîý áóèåíþí ïé ïðïßïé Ýëáâáí

åßôå áëëïãåíÞ ìåôáìüó÷åõóç, åßôå õøçëÝò, åßôå åí-

äéÜìåóåò äüóåéò áñáóõôßíçò79

• Áðü ðñüóöáôá äåäïìÝíá ôçò óõíåñãáôéêÞò ïìÜäáò

(German AML Cooperative Group, GAMLCG) ôåê-

ìçñéþíåôáé üôé ç ðñþéìç êÜèáñóç ôùí âëáóôþí óôï
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ìõåëü ôç 16ç çìÝñá (D16) ìåôÜ ôç èåñáðåßá åöüäïõ

óõíéóôÜ ìåßæïíá áíåîÜñôçôç ðñïèåñáðåõôéêÞ ðñïãíù-

óôéêÞ ðáñÜìåôñï. ÐñÜãìáôé, ï áñéèìüò ôùí âëáóôþí

óôï ìõåëü ôçí D16 åßíáé óçìáíôéêüò ãéá ôéò ïìÜäåò

õøçëïý êáé åíäéÜìåóïõ êéíäýíïõ (ü÷é ãéá ôéò ïìÜäåò

êõôôáñïãåíåôéêþò ÷áìçëïý êéíäýíïõ) êáé ðñïãéíþ-

óêåé ôçí åðßôåõîç ðëÞñïõò ýöåóçò êáé ôç ìáêñïðñü-

èåóìç ôåëéêÞ Ýêâáóç áêüìç êáé óå áóèåíåßò üðïõ

åðéôåý÷èçêå ðëÞñçò ýöåóç (CR)80

• Íåüôåñá äåäïìÝíá áðü ôéò ïìÜäåò HOVON (Dutch-

Belgian Cooperative-Hemato-Ïncology) êáé SAKK

(Swiss Cancer) ôåêìçñéþíïõí ôçí éó÷õñÞ ðñïãíùóôé-

êÞ áîßá ôçò ìç áíåýñåóçò âëáóôþí (0%) êáé åîùìõå-

ëéêÞò íüóïõ, ìåôÜ ôç èåñáðåßá åöüäïõ, óôç RR êáé

ôçí DFS. Ôáõôü÷ñïíá, åðéâåâáéþíåôáé ç áîßá ôïõ ïñßïõ

5% ôùí âëáóôþí, ìå ðñïúïýóá áýîçóç ôçò ðéèáíüôç-

ôáò õðïôñïðÞò üôáí ïé âëÜóôåò áíÝëèïõí óå 6–10%

ìåôÜ ôïí ðñþôï êýêëï åöüäïõ.81

Ìå äåäïìÝíï üôé ç allo-SCT èá ðñïóèÝóåé ëßãá ðï-

óïóôÜ óôçí ðéèáíüôçôá åðéâßùóçò, ç áðüöáóç ãéá ôçí

áîßá ôçò åðéëïãÞò ôçò allo-SCT ðñÝðåé íá ëçöèåß áðü

ôïí áóèåíÞ.39

Åðéóçìáßíåôáé üôé ç áíùôÝñù ôáîéíüìçóç ÷ñçóéìïðïéåß-

ôáé áðü ôéò óõíåñãáæüìåíåò ïìÜäåò êëéíéêþí ìåëåôþí

ôùí ÇÐÁ. Áîéïóçìåßùôï åßíáé üôé óå ðñüóöáôç ìåëÝôç

åðß 1213 de novo ÏÌË åíçëßêùí, ïé óýíèåôåò êáñõï-

ôõðéêÝò áíùìáëßåò äåí åðçñÝáæáí ôçí åõíïúêÞ Ýêâáóç

ôùí áóèåíþí ìå t(8;21), inv(16)/t(16;16) Þ t(9;11). Óôç

ìåëÝôç áõôÞ áíáöÝñåôáé üôé ç ïìÜäá ìå åõíïúêü êáñõü-

ôõðï åß÷å CR 88% êáé OS 24%, ìå åíäéÜìåóï êáñõüôõ-

ðï CR 67% êáé OS 55% êáé ìå äõóìåíÞ êáñõüôõðï CR

32% êáé OS 5%.82

7. ÓÕÌÐÅÑÁÓÌÁÔÁ ÊÁÉ ÌÅËËÏÍÔÉÊÅÓ ÐÑÏÏÐÔÉÊÅÓ

ÐáñÜ ôçí ýðáñîç ìåãÜëùí ðñïïðôéêþí ìåëåôþí óýã-

êñéóçò ôùí allo-SCT, åíôáôéêïðïéçìÝíçò ÷çìåéïèåñáðåßáò

(IC) êáé ASCT, ðáñáìÝíåé áêüìç áóáöÞò ç âÝëôéóôç

èåñáðåõôéêÞ åðéëïãÞ óôçí ÏÌË ìåôÜ ôçí ýöåóç.

Ùóôüóï, öáßíåôáé üôé áóèåíåßò ÷áìçëïý êéíäýíïõ äåí

÷ñåéÜæïíôáé auto-SCT, áöïý ç ÝêâáóÞ ôïõò ìå IC åßíáé

Üñéóôç. Äåí õðÜñ÷åé áäéáìöéóâÞôçôç áðüäåéîç üôé ïé

áóèåíåßò ìå óõìâáôéêü (åíäéÜìåóï) êßíäõíï Ý÷ïõí ìå-

ãáëýôåñç ùöÝëåéá ìå allo-SCT áð’ ü,ôé ìå IC, äåäïìÝ-

íçò êáé ôçò óõ÷íÜ êáêÞò ðïéüôçôáò æùÞò ìåôÜ áðü allo-

SCT. Ç ôåëéêÞ åðéëïãÞ êáëü åßíáé íá åðáößåôáé óôïõò

áóèåíåßò. O ñüëïò ôçò allo-SCT óå áóèåíåßò õøçëïý

êéíäýíïõ ðáñáìÝíåé åðßóçò áóáöÞò, áí êáé ïñéóìÝíåò

ìåëÝôåò Ý÷ïõí äåßîåé êÜðïéá óõãêñéôéêÞ õðåñï÷Þ ôçò

allo-SCT Ýíáíôé ôçò IC. Èá ðñÝðåé üìùò íá åðéóçìáíèåß

üôé üëåò áõôÝò ïé ðñïïðôéêÝò ìåëÝôåò Ý÷ïõí ÷ñçóéìïðïéÞ-

óåé ìõåëéêÜ áñ÷Ýãïíá áéìïðïéçôéêÜ êýôôáñá (bone mar-

row stem cells, BMSCT), åíþ áðü ðñüóöáôá äåäïìÝíá

ðñïêýðôåé üôé ìå ôç ÷ñÞóç ðåñéöåñéêþí êõôôÜñùí (peri-

pheral blood stem cells, PBSCT) åðéôõã÷Üíåôáé åëÜô-

ôùóç ôïõ ðïóïóôïý õðïôñïðþí (relapse rate, RR) óõã-

êñéôéêÜ ìå ôá ÂMSCT.62 Tá åõñÞìáôá áõôÜ ÷ñÞæïõí

åðéâåâáßùóçò ìå ðñïïðôéêÝò ìåëÝôåò. Ï áñéèìüò ôùí

÷çìåéïèåñáðåõôéêþí êýêëùí ðïõ áðáéôåßôáé ðñïìåôáìï-

ó÷åõôéêÜ ðáñáìÝíåé åðßóçò áóáöÞò êáé åíäå÷ïìÝíùò

íá åðçñåÜæåôáé áðü ôçí ýðáñîç FLT3 êáé ôçí ðáñïõóßá

õðïëåéðüìåíçò íüóïõ (minimal residual disease, MRD).

Óõíå÷ßæåôáé ç ðñïóðÜèåéá åëÜôôùóçò ôçò ðåñéìåôáìï-

ó÷åõôéêÞò èíçôüôçôáò (transplant residual mortality, TRM)

ìå ôç ÷ñÞóç NST êáé ôçí åöáñìïãÞ ìïó÷åýìáôïò ìå

áöáßñåóç Ô-ëåìöïêõôôÜñùí êáé ôç ÷ïñÞãçóç ôïõ íåü-

ôåñïõ áíïóïêáôáóôáëôéêïý rapamycin.52 Ìå ôá äåäïìÝ-

íá áõôÜ, ç Ýñåõíá ôçò ECOG âåëôßùóå ôá áðïôåëÝóìá-

ôá ôçò ÷çìåéïèåñáðåßáò, ìå áýîçóç ôùí äüóåùí ôçò

íôáïõíïñïõìðéóßíçò óôá 90 mg/m2 ãéá 3 çìÝñåò êáé

ðñïóèÞêç ôïõ anti-CD33.

Áîéïóçìåßùôï åßíáé üôé ç ìåëÝôç MRC AML-15 áðï-

öÜóéóå ôçí åãêáôÜëåéøç ôçò auto-SCT, áöïý äåí ôåê-

ìçñßùóå õðåñï÷Þ ôçò ASCT óôçí ÏS. Óôïõò áóèåíåßò

çëéêßáò <35 åôþí, ïé ïðïßïé Ý÷ïõí óõìâáôü óõããåíéêü

äüôç, åöáñìüæåôáé allo-PBSCT/BMSCT. Áíôßèåôá, óôïõò

áóèåíåßò çëéêßáò 35–45 åôþí, ïé ïðïßïé åðßóçò Ý÷ïõí

óõìâáôü óõããåíéêü äüôç, åðé÷åéñåßôáé åßôå êëáóéêÞ allo-

PBSCT åßôå NST.39

ÔÝëïò, ìå äåäïìÝíï üôé ìÝ÷ñé ôþñá Ý÷ïõí ðåñéãñáöåß

ðåñéóóüôåñåò áðü 200 äéáöïñåôéêÝò ÷ñùìïóùìéáêÝò

äéáìåôáèÝóåéò êáé ìåôáëëÜîåéò, ï ìáêñïðñüèåóìïò ìåë-

ëïíôéêüò óôü÷ïò ôùí åñåõíçôþí åßíáé ç áíÜðôõîç èåñá-

ðåéþí ìå óôü÷ï áõôÜ ôá ïãêïãïíßäéá. ÐñÜãìáôé, ç ôñÝ-

÷ïõóá èåñáðåõôéêÞ õðüó÷åóç óå åðßðåäï ìïñéáêïý óôü-

÷ïõ âñßóêåé êëéíéêÞ åöáñìïãÞ óôïõò áíáóôáëôÝò ôçò

ôõñïóßíçò êéíÜóçò FLT3 êáé c-ÊÉÔ.81
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Curative strategies in acute myeloid leukemia in younger adults
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The treatment of acute myeloid leukemia (ÁML) generally involves the administration of cytotoxic chemother-

apy to eradicate the malignant cells, which permits restoration of normal hematopoiesis by normal residual

stem cells. The outcome for adults with AML depends not only on the age of the patient but also on the

intensity of post-remission therapy and on the biologic characteristics of the disease, including the karyotype

and the expression of the multidrug resistant (mdr) phenotype. The French-American-British (FAB) classifica-

tion allows the uniformity of diagnosis at morphologic subtypes of AML. The new WHO classification correlates

morphology, cytochemistry, immunophenotype, karyotype, and molecular genetics with clinical features. Im-

provements in outcome have been achieved primarily because of better supportive care, post-remission inten-

sive chemotherapy (IC), autologous stem cell transplantation (auto-SCT) or allogeneic stem cell transplantation

(allo-SCT). Patients with standard-risk disease have traditionally been referred for a matched sibling allograft if

a donor is available and the patient’s performance status is adequate. In recent years, chemotherapy post-

remission has improved outcome, with 50% 5-year overall survival (OS) and 40% disease-free survival (DFS)

similar to that achieved with allo-SCT, narrowing the differences between chemotherapy and such transplants.
................................................................................................................................................................................
Key words: Acute myeloid leukemia, Allo-SCT, Auto-SCT, Complete remission, Post-remission therapy, Remission

induction

Âéâëéïãñáößá

1. BENNETT JM, CATOVSKY D, DANIEL MT, FLANDRIN G, GALTON

DA, GRALNICK HR, SULTAN C. Proposed revised criteria for the
classification of acute myeloid leukemia. A report from the
French-American-British group. Ann Intern Med 1985,
103:620–625

2. HARRIS NL, JAFFE ES, DIEBOLD J, FLANDRIN G, MULLER-HERMELINK

HK, VARDIMAN J ET AL. World Health Organization classifica-
tion of neoplastic diseases of hematopoietic and lymphoid
tissues: Report of the Clinical Advisory Committee meeting.
J Clin Oncol 1999, 17:3835–3849

3. ARMSTRONG SA, STAUNTON JE, SILVERMAN LB, PIETERS R, DEN

BOER ML, MINDEN MD ET AL. MLL translocations specify a
distinct gene expression profile that distinguishes a unique
leukemia. Nat Genet 2002, 30:41–47

4. MAYER RJ, DAVIS RB, SCHIFFER CA, BERG DT, POWELL BL, SCHUL-

MAN P ET AL. For the cancer and leukemia group B: intensive
post-remission chemotherapy in adults with acute myeloid
leukemia. N Engl J Med 1994, 331:896–903

5. BENNETT JM, YOUNG ML, ANDERSEN JW, CASSILETH PA, TALLMAN

MS, PAIETTA E ET AL. Long-term survival in acute myeloid
leukaemia: the Eastern Cooperative Oncology Group expe-
rience. Cancer 1997, 80:2205–2209

6. FOPP M, FEY MF, BACCHI M, CAVALLI F, GMUER J, JACKY E ET AL.

Post-remission therapy of adult acute myeloid leukemia: One
cycle of high-dose versus standard dose cytarabine. Leuke-
mia Project Group of the Swiss Group for Clinical Cancer
Research (SAKK). Ann Oncol 1997, 8:251–256

7. EDELSTEIN M, VIETTI T, VALORIOTE F. Schedule dependent syn-
ergism for the combination of 1-â-D-arabinofuranosyl cy-
tosine and daunorubicin. Cancer Res 1973, 33:293–299

8. PREISLER H, DAVIS RB, KIRSHNER J, DUPRE E, RICHARDS F 3RD,

HOAGLAND HC ET AL. Comparison of three remission induc-
tion regimens and two post-remission strategies for the treat-
ment of acute non-lymphocytic leukemia: a cancer and leuke-
mia group B study. Blood 1987, 69:1441–1449

9. DILLMAN RO, DAVIS RB, GREEN MR, WEISS RB, GOTTLIEB AJ, CAP-

LAN S ET AL. A comparative study of two different doses of
cytarabine for acute myeloid leukemia: a phase III study of
cancer and leukemia group B. Blood 1991, 78:2520–2526

10. ROWE JM, TALLMAN MS. Intensifying induction therapy in acute
myeloid leukemia: has a new standard of care emerged?
Blood 1997, 90:2121–2126

11. WEICK JK, KOPECKY KJ, APPELBAUM FR, HEAD DR, KINGSBURY LL,

BALCERZAK SP ET AL. A randomized investigation of high-
dose versus standard dose cytosine arabinoside with dau-
norubicin in patients with previously untreated acute mye-
loid leukemia: A Southwest Oncology Group study. Blood
1996, 88:2841–2849

12. WIERNIK PH, BANKS PL, CASE DC JR, ARLIN ZA, PERIMAN PO,

TODD MB ET AL. Cytarabine plus idarubicin or daunorubicin
as induction and consolidation therapy for previously un-
treated adult patients with acute myeloid leukemia. Blood
1992, 79:313–319



236 Í.É. ÁÍÁÃÍÙÓÔÏÐÏÕËÏÓ

13. VOGLER WR, VELEZ-GARCIA E, WEINER RS, FLAUM MA, BARTOLUCCI

AA, OMURA GA ET AL. A phase III trial comparing idarubicin
and daunorubicin in combination with cytarabine in acute
myelogenous leukemia: a Southestern Cancer Study Group
study. J Clin Oncol 1992, 10:1103–1111

14. BERMAN E, HELLER G, SANTORSA J, MCKENZIE S, GEE T, KEMPIN S

ET AL. Results of a randomized trial comparing idarubicin
and cytosine arabinoside in adult patients with newly diag-
nosed acute myelogenous leukemia. Blood 1991, 77:1666–
1674

15. MANDELLI F, PETTI MC, ARDIA A, DI PIETRO N, DI RAIMONDO F,

GANZINA F ET AL. A randomized clinical trial comparing ida-
rubicin and cytarabine to daunorubicin and cytarabine in
the treatment of acute non-lymphoid leukemia. A multicen-
tric study from the Italian Co-operative Group GIMEMA.
Eur J Cancer 1991, 27:750–755

16. USUI N, DOBASHI N, KOBAYASHI T, YANO S, MAKI N, ASAI O ET AL.

Role of daunorubicin in the induction therapy for adult acute
myeloid leukemia. J Clin Oncol 1998, 16:2086–2092

17. PAVLOVSKY S, GONZALEZ LLAVEN J, GARCIA MARTINEZ MA, SO-

BREVILLA P, EPPINGER-HELFT M, MARIN A ET AL. A randomized
study of mitoxantrone plus cytarabine versus daunorubicin
plus cytarabine in the treatment of previously untreated
adult patients with acute non-lymphocytic leukemia. Ann
Hematol 1994, 60:11–15

18. ROWE JM, NEUBERG D, FRIEDENBERG W, BENNETT JM, PAIETTA E,

MAKARY AZ ET AL. A phase III study of daunorubicin vs ida-
rubicin vs mitoxantrone for older adult patients (>55 years)
with acute myelogenous leukemia (AML): A study of the
Eastern European Cooperative Oncology Group. Blood 1998,
92:1284a

19. ZITTOUN R, SUCIU S, WATSON M, SOLBU G, MUUS P, MANDELLI F

ET AL. Comparison of three intercalating agents in induction
and consolidation in acute myelogenous leukemia (AML)
followed by autologous or allogeneic transplantation. Pre-
liminary results of the EORTC-GIMEMA AML-10 randomized
trial (abstract). Blood 1999, 94:2923a

20. SCHILLER G, GAJEWSKI J, NIMER S, TERRITO M, HO W, LEE M,

CHAMPLIN R. A randomized study of intermediate-dose cy-
tarabine as intensive induction for acute myelogenous leuke-
mia. Br J Haematol 1992, 81:170–177

21. BISHOP JF, MATTHEWS JP, YOUNG GA, SZER J, GILLETT A, JOSHUA

D ET AL. A randomized trial of high-dose cytarabine in in-
duction in acute myeloid leukemia. Blood 1996, 87:1710–
1717

22. PETERSDORF S, RANKIN C, TEREBOLU H ET AL. A phase II study
of standard dose daunomycin and cytosine arabinoside (Ara-
C) with high-dose Ara-C induction therapy followed by se-
quential high-dose Ara-C consolidation for adults with pre-
viously untreated acute myelogenous leukemia: a South-
west Oncology Group study (SWOG 9500). Proc Am Soc
Clin Oncol 1998, 17:55a

23. BUCHNER T, HIDDEMANN W, WORMANN B, LOFFLER H, GAS-

SMANN W, HAFERLACH T ET AL. Double induction strategy for
acute myeloid leukemia: the effect of high-dose cytarabine
with mitoxantrone instead of standard dose cytarabine with
daunorubicin and 6-thioguanine: a randomized trial by the
German AML Cooperative Group. Blood 1999, 93:4116–
4124

24. MATTHEWS JP, BISHOP JF, YOUNG GA, JUNEJA SK, LOWENTHAL

RM, GARSON OM ET AL. Patterns of failure with increasing
intensification of induction chemotherapy for AML. The
Australian Leukemia Study Group ALSG. Br J Haematol 2001,
113:727–736

25. BISHOP JF, LOWENTHAL RM, JOSHUA D, MATTHEWS JP, TODD D,

COBCROFT R ET AL. Etoposide in acute non-lymphocytic leuke-
mia: Australian Leukemia Study Group. Blood 1990, 75:27–
32

26. BISHOP JF, MATTHEWS JP, YOUNG GA, BRADSTOCK K, LOWENTHAL

RM. Intensified induction chemotherapy with high-dose cy-
tarabine and etoposide for acute myeloid leukemia: a re-
view and updated results from the Australian Leuk Lympho-
ma Study Group. Leukemia 1998, 28:315–327

27. HANN IM, STEVENS RF, GOLDSTONE AH, REES JK, WHEATLEY K,

GRAY RG, BURNETT AK. Randomized comparison of DAT ver-
sus ADE as induction chemotherapy in children and young-
er adults with acute myeloid leukemia. Results of the Med-
ical Research Council’s 10th AML trial (MRC AML-10). Blood
1997, 89:2311–2318

28. AMADORI S, PAPA G, MELONI G, PACILLI L, MANDELLI F. Daunoru-
bicin, cytosine arabinoside and 6-thioguanine (DAT) combi-
nation therapy for the treatment of acute non-lymphocytic
leukemia. Leuk Res 1979, 3:147–156

29. GANDHI V, ESTEY E, KEATING MJ, PLUNKETT W. Fludarabine po-
tentiates metabolism of cytarabine in patients with acute
myelogenous leukemia during therapy. J Clin Oncol 1993,
11:116–122

30. ESTEY E, THALL P, ANDREEFF M, BERAN M, KANTARJIAN H, O'BRIEN

S ET AL. Use of granulocyte colony stimulating factor before,
during and after fludarabine plus cytarabine induction ther-
apy of newly diagnosed acute myelogenous leukemia or
myelodysplastic syndromes: Comparison with fludarabine plus
cytarabine without granulocyte colony stimulating factor. J
Clin Oncol 1994, 12:671–679

31. VISANI G, LEMOLI RM, TOSI P, MARTINELLI G, TESTONI N, RICCI P

ET AL. Fludarabine-containing regimens severely impair pe-
ripheral blood stem cells mobilization and collection in acute
myeloid leukemia patients. Br J Haematol 1999, 105:775–
782

32. ZITTOUN R, SUCIU S, MANDELLI F, DE WITTE T, THALER J, STRYCK-

MANS P ET AL. Granulocyte-macrophage colony-stimulating
factor associated with induction treatment of acute myel-
ogenous leukemia. A randomized trial by the European Or-
ganization for Research and Treatment of Cancer and Leuke-
mia Cooperative Groups. J Clin Oncol 1996, 14:2150–2159

33. GODWIN JE, KOPECKY KJ, HEAD DR, WILLMAN CL, LEITH CP, HYNES

HE ET AL. A double-blind placebo-controlled trial of granulo-
cyte colony-stimulating factor in elderly patients with previ-
ously untreated acute myeloid leukemia: a Southwest On-
cology Group study (903). Blood 1998, 91:3607–3615

34. LOWENBERG B, VAN PUTTEN W, THEOBALD M, GMUR J, VERDON-

CK L, SONNEVELD P ET AL. Effect of priming with granulocyte-
colony-stimulating factor on the outcome of chemotherapy
for acute myeloid leukemia. N Engl J Med 2003, 349:743–
752



ÈÅÑÁÐÅÕÔÉÊÅÓ ÓÔÑÁÔÇÃÉÊÅÓ ÓÔÇÍ ÏÎÅÉÁ ÌÕÅËÏÃÅÍÇ ËÅÕ×ÁÉÌÉÁ ÍÅÙÍ ÅÍÇËÉÊÙÍ 237

35. SKIPPER HE, SCHABEL FM Jr, WILCOX WS. Experimental evalua-
tion of potential anti-tumour agents on the criteria and ki-
netics associated with the curability of experimental leuke-
mia. J Clin Chemother Rep 1964, 35:1–9

36. WIERNICK PH. Acute myeloid leukemia. In: Wiernick PH (ed)
Adult leukemias. American Cancer Society, 2002:204–219

37. PLUNKETT W, LILIEMARK JO, ESTEY E, KEATING MJ. Saturation of
ara-CTP accumulation during high dose ara-C therapy: Phar-
macological rationale for intermediate dose ara-C. Semin
Oncol 1987, 14:159–205

38. ELONEN E, ALMQVIST A, HANNINEN A, JANSSON SE, JARVENTIE G,

KOISTINEN P ET AL. Comparison between four and eight cy-
cles of intensive chemotherapy in adult acute myeloid leuke-
mia: a randomized trial of the Finnish Leukemia Group. Leuke-
mia 1998, 12:1041–1048

39. GOLDSTONE AH, ARIVI I. Stem cell transplantation in acute
myeloid leukemia in the younger adult. In: ASH (ed) Hema-
tology. 2002:79–110

40. FEINSTEIN LC, SANDMAIER BM, HEGENBART U, MCSWEENEY PA,

MALONEY DG, GOOLEY TA ET AL. Non-myeloablative allograft-
ing from human leucocyte antigen-identical sibling donors
for treatment of acute myeloid leukemia in first remission.
Br J Haematol 2003, 120:281–288

41. AVERSA F, TERENZI A, CAROTTI A, FELICINI R, JACUCCI R, ZEI T ET

AL. Improved outcome with T-cell-depleted bone marrow
transplantation for acute leukemia. J Clin Oncol 1999,
17:1545–1550

42. FERRANT A, DOYEN C, DELANNOY A, STRAETMANS N, MARTIAT P,

MINEUR P ET AL. Karyotype in acute myeloblastic leukemia:
prognostic significance in a prospective study assessing bone
marrow transplantation in first remission. Bone Marrow Trans-
plant 1995, 15:685–690

43. FUNG H, JAMIESON C, SNYDER D ET AL. Allogeneic bone mar-
row transplantation (BMT) for AML in first remission (ICR)
utilizing fractionated total body irradiation (FTBI) and allo-
geneic bone marrow transplantation for bcr-abl positive acute
lymphoblastic leukemia VP-16: analysis of risk factors for
relapse and disease free survival. Blood 1999, 94:167a

44. ANDERSON JE, GOOLEY TA, SCHOCH G, ANASETTI C, BENSINGER

WI, CLIFT RA ET AL. Stem cell transplantation for secondary
acute myeloid leukemia: evaluation of transplantation as in-
itial therapy or following induction chemotherapy. Blood 1997,
89:2578–2585

45. TALLMAN MS, ROWLINGS PA, MILONE G, ZHANG MJ, PEREZ WS,

WEISDORF D ET AL. Effect of post-remission chemotherapy
before human leukocyte antigen identical sibling transplan-
tation for acute myelogenous leukemia in first complete
remission. Blood 2000, 96:1254–1258

46. CAHN Y, LABOPIN M, GORIN NC ET AL. Impact of cytosine
arabinoside (Ara-C) dose given at induction or consolida-
tion before allogeneic or autologous stem cell transplanta-
tion (SCT) for acute myeloblastic leukemia in first remission
(abstract). Blood 1997, 90:1002a

47. GALE RP, HOROWITZ MM, REES JK, GRAY RG, OKEN MM, ESTEY EH

ET AL. Chemotherapy versus transplants for acute myeloid
leukemia in second remission. Leukemia 1996, 10:13–19

48. TOMAS F, GOMEZ-GARCIA DE SORIA V, LOPEZ-LORENZO JL, AR-

RANZ R, FIGUERA A, CAMARA R ET AL. Autologous or alloge-
neic bone marrow transplantation for acute myeloid leuke-
mia in second complete remission. Importance of duration
of first complete remission in final outcome. Bone Marrow
Transplant 1996, 17:979–984

49. PAPADOPOULOS EB, CARABASI MH, CASTRO-MALASPINA H,

CHILDS BH, MACKINNON S, BOULAD F ET AL. T-cell depleted
allogeneic bone marrow transplantation as post-remission
therapy for acute myelogenous leukemia: Freedom from
relapse in the absence of graft-versus-host disease. Blood
1998, 91:1083–1089

50. SOIFFER RJ, FAIRCLOUGH D, ROBERTSON M, ALYEA E, ANDERSON

K, FREEDMAN A ET AL. CD6-depleted allogeneic bone mar-
row transplantation for acute leukemia in first complete
remission. Blood 1997, 89:3039–3046

51. ZITTOUN R, SUCIU S, WATSON M, SOLBU G, MUUS P, MANDELLI F

ET AL. Quality of life in patients with acute myelogenous
leukemia in prolonged first complete remission after bone
marrow transplantation (allogeneic or autologous) or chem-
otherapy: a cross-sectional study of the EORTC-GIMEMA
AML 8A trial. Bone Marrow Transplant 1997, 20:307–315

52. BACHAR-LUSTIG E, REICH-ZELIGER S, REISNER Y. Ánti-third-party
veto CTLs overcome rejection of hematopoietic allografts:
synergism with rapamycin and BM cell dose. Blood 2003,
102:1943–1950

53. BROWN RA, ADKINS D, KHOURY H, VIJ R, GOODNOUGH LT, SHE-

NOY S, DIPERSIO JF. Long-term follow-up of high risk alloge-
neic peripheral-blood stem-cell transplant recipients: Graft-
versus-host disease and transplant-related mortality. J Clin
Oncol 1999, 17:806–812

54. BURNETT AK, WHEATLEY K, GOLDSTONE AH, STEVENS RF, HANN

IM, REES JH ET AL. The value of allogeneic bone marrow
transplant in patients with acute myeloid leukaemia at dif-
fering risk of relapse: results of the UK MRC AML 10 trial.
Br J Haematol 2002, 118:385–400

55. ZITTOUN RA, MANDELLI F, WILLEMZE R, DE WITTE T, LABAR B,

RESEGOTTI L ET AL. Autologous or allogeneic bone marrow
transplantation compared with intensive chemotherapy in
acute myelogenous leukaemia. European Organization for
Research and Treatment of Cancer (EORTC) and the Grup-
po Italiano Malattie Ematologich Maligne dell’ Adulto
(GIMEMA) leukemia cooperative groups. N Engl J Med 1995,
332:217–223

56. SUSIU S, ZITTOUN R, MANDELLI F ET AL. Allogeneic vs autolo-
gous stem cell transplantation according to cytogenetic fea-
tures in AML patients (pts) 45 years old in first CR: results of
the EORTC-GIMEMA AML-10 trial (abstract). Blood 2001,
98:481a

57. WHEATLEY K. Current controversies: which patients with acute
myeloid leukaemia should receive bone marrow transplan-
tation? A statistician’s view. Br J Haematol 2002, 118:351–
356

58. RIZZOLI V, MANGONI L, CARLO-STELLA C. Autologous bone
marrow transplantation in acute myelogenous leukemia (re-
view). Leukemia 1992, 6:1101–1106



238 Í.É. ÁÍÁÃÍÙÓÔÏÐÏÕËÏÓ

59. MARTIN C, TORRES A, LEON A, RUBIO V, ALVAREZ MA, HERRERA

C ET AL. Autologous peripheral blood stem cell transplanta-
tion (PBSCT) mobilized with G-CSF in AML in first com-
plete remission. Role of intensification therapy in outcome.
Bone Marrow Transplant 1998, 21:375–382

60. GORIN NC. Autologous stem cell transplantation in acute
myelocytic leukemia. Blood 1998, 92:1073–1090

61. REIFFERS J, LABOPIN M, SANZ M, KORBLING M, BLAISE D, DE LA

RUBIA J, GORIN NC. Autologous blood cell vs marrow trans-
plantation for acute myeloid leukemia in complete remis-
sion: An EBMT retrospective analysis. Bone Marrow Trans-
plant 2000, 25:1115–1123

62. BENSINGER WI, MARTIN PJ, STORER B, CLIFT R, FORMAN SJ, NEGRIN

R ET AL. Transplantation of bone marrow as compared with
peripheral-blood cells from HLA-identical relatives in pa-
tients with hematologic cancers. N Engl J Med 2001,
344:175–181

63. FRUEHANF S. It’s moving day: factors affecting peripheral blood
stem mobilization and strategies for improvement. Br J Hae-
matol 2003, 122:360–375

64. CASSILETH PA, HARRINGTON DP, APPELBAUM FR, LAZARUS HM,

ROWE JM, PAIETTA E ET AL. Chemotherapy compared with
autologous or allogeneic bone marrow transplantation in
the management of acute myeloid leukemia in first remis-
sion in the management of acute myeloid leukemia in first
remission. N Engl J Med 1998, 339:1649–1656

65. HAROUSSEAU JL, CAHN JY, PIGNON B, WITZ F, MILPIED N, DELAIN

M ET AL. Comparison of autologous bone marrow transplan-
tation and intensive chemotherapy as post-remission thera-
py in adult acute myeloid leukaemia. The Groupe Quest Est
Leukemies Aignes Myeloblastiques (GOELAM). Blood 1997,
90:2978–2986

66. BURNETT AK, GOLDSTONE AH, STEVENS RM, HANN IM, REES JK,

GRAY RG, WHEATLEY K. Randomized comparison of addition
of autologous bone marrow transplantation to intensive
chemotherapy for acute myeloid leukemia in first remission:
results of MRC AML-10 trial. Lancet 1998, 351:700–708

67. WHEATLEY K, BURNETT AK, GOLDSTONE AH, GRAY RG, HANN

IM, HARRISON CJ ET AL. A simple robust, validated and highly
predictive index for the determination of risk-directed ther-
apy in acute myeloid leukemia derived from the MRC AML-
10 trial. Br J Haematol 1999, 107:69–79

68. BROWN RA, ADKINS D, KHOURY H, VIJ R, GOODNOUGH LT, SHE-

NOY S, DIPERSIO JF. Long-term follow-up of high risk alloge-
neic peripheral-blood stem-cell transplant recipients: graft-
versus-host disease and transplant-related mortality. J Clin
Oncol 1999, 17:806–812

69. PARKER PM, CHAO N, NADEMANEE A, O'DONNELL MR, SCHMIDT

GM, SNYDER DS ET AL. Thalidomide as salvage therapy for
chronic graft-versus-host disease. Blood 1995, 89:3604–3609

70. BYRD JC, DODGE RK, CARROLL A, BAER MR, EDWARDS C, STAM-

BERG J ET AL. Patients with t(8;21) (q22;q22) and acute my-
eloid leukemia have superior failure-free and overall survival
when repetitive cycles of high-dose cytarabine are admin-
istered. J Clin Oncol 1999, 17:3767–3775

71. DASTUGUE N, PAYEN C, LAFAGE-POCHITALOFF M, BERNARD P,

LEROUX D, HUGUET-RIGAL F ET AL. Prognostic significance of
karyotype in de novo adult acute myeloid leukemia. The
BGMT group. Leukemia 1995, 9:1491–1498

72. STEIN AS, O'DONNELL MR, SLOVAK ML, NADEMANEE A, DAGIS A,

SCHMIDT GM ET AL. High-dose cytosine arabinoside and dau-
norubicin induction therapy for adult patients with de novo
non M3 acute myelogenous leukemia: impact of cytogenet-
ics on achieving a complete remission. Leukemia 2000,
14:1191–1196

73. ROBATINER A, HENDERSON ES. Acute myelogenous leukemia.
In: Lister TA, Greave MF (eds) Leukemia. 7th ed. 2002:485–
520

74. ANDERLINI P, GHADDAR HM, SMITH TL, PIERCE S, KANTARJIAN

HM, O'BRIEN S ET AL. Factors predicting complete remission
and subsequent disease free survival after a second course
of induction therapy in patients with acute myeloid leuke-
mia resistant to the first. Leukemia 1996, 10:964–969

75. LISO V, IACOPINO P, AVVISATI G, PETTI MC, BROCCIA G, CAROTE-

NUTO M ET AL. Outcome of patients with acute myeloid
leukemia who failed to respond to a single course of first-
line induction therapy: a GIMEMA study of 218 unselected
consecutive patients. Leukemia 1996, 10:1443–1452

76. SPIELBERGER RT, FORMAN SJ. Treatment of adult acute myelog-
enous leukemia. In: Ching-Hoi Pui (ed) Treatment of acute
leukemias. New directions for clinical research. Human Press,
2003:279–287

77. LINKER CA, DAMON LE. Riesca autologous stem cell transplan-
tation for advanced acute myeloid leukaemia. Bone Mar-
row Transplant 2002, 29:297–301

78. NGUYEN S, LEBLANC T, FENAUX P, WITZ F, BLAISE D, PIGNEUX A ET

AL. A white blood cell index as the main prognostic factor in
t(8;21) acute myeloid leukaemia (AML): a survey of 161
cases from the French AML Intergroup. Blood 2002, 99:3517–
3523

79. DELAUNAY J, VEY N, LEBLANC T, FENAUX P, RIGAL-HUGUET F, WITZ

F ET AL. Prognosis of inv 16/t(16;16) acute myeloid leukemia
(AML): a survey of 110 cases from the French AML Inter-
group. Blood 2003, 102:462–469

80. KERN W, HAFERLACH T, SCHOCH C, LOFFLER H, GASSMANN W,

HEINECKE A ET AL. Early blast clearance by remission induc-
tion therapy is a major independent prognostic factor for
both achievement of complete remission and long-term
outcome in acute myeloid leukemia: data from the German
AML Cooperative Group (AMLCG) 1992 trial. Blood 2003,
101:64–70

81. LOWENBERG B. Current issues in treating AML. In: ASH (ed)
Hematology. 2003:82–101

82. BYRD JC, MROZEK K, DODGE RK, CARROLL AJ, EDWARDS CG,

ARTHUR DC ET AL. Pre-treatment cytogenetic abnormalities
are predictive of induction success, cumulative incidence of
relapse, and overall survival in adult patients with de novo
acute myeloid leukaemia: results from cancer and leukemia
group B (CALGB 8461). Blood 2002, 100:4325–4336

Corresponding author:

N.I. Anagnostopoulos, 154 Messoghion Ave., GR-115 27
Holargos, Greece
e-mail: anagnos@otenet.gr

...............................................................................................................................................................................


