
Ðñþéìç áíÜäåéîç íåïðëáóßáò
ðåðôéêïý ìåôÜ áðü ÷ïñÞãçóç
2-÷ëùñïäåïîõáäåíïóßíçò óå áóèåíÞ
ìå ÷ñïíßá ëåìöïêõôôáñéêÞ ëåõ÷áéìßá

Ôá ðïõñéíéêÜ áíÜëïãá fludarabine êáé 2-
÷ëùñïäåïîõáäåíïóßíç (2-CdA) åßíáé åéäéêïß áíáóôïëåßò
ôïõ êõôôáñéêïý êýêëïõ êáé áðáéôïýí óýíèåóç DNA ãéá
íá åêäçëþóïõí ôçí êõôôáñïôïîéêÞ ôïõò äñÜóç ìå
åðáãùãÞ ôïõ êõôôáñéêïý èáíÜôïõ ìÝóù áðüðôùóçò.1�5 Ç
åíäïêõôôÜñéá ðñïóðÝëáóÞ ôïõò åðéôõã÷Üíåôáé ìå ìéá
åéäéêÞ íïõêëåïóéäéêÞ ðñùôåÀíç-ìåôáöïñÝá (NST).6 H
êõôôáñïôïîéêÞ äñÜóç ôïõ 2-CdÁ áðáéôåß ôçí åíäïêõôôÜñéá
Üèñïéóç 2-CdA íïõêëåïôéäßùí.

In vitro Ýñåõíåò Ýäåéîáí üôé (á) ç Ýêöñáóç ôçò
ðñùôåÀíçò-ìåôáöïñÝá (NST) óôá ëåìöïêýôôáñá ôçò
÷ñïíßáò ëåìöïêõôôáñéêÞò ëåõ÷áéìßáò (×ËË) åßíáé
÷áìçëÞ, (â) ç Ýêèåóç óôá íïõêëåïóéäéêÜ áíÜëïãá
áõîÜíåé ôá åðßðåäá Ýêöñáóçò ôçò NST-ðñùôåÀíçò êáé ôï
åêáôïóôéáßï ðïóïóôü ôùí êõôôÜñùí óôçí S-öÜóç, (ã) ç
ýðáñîç íïõêëåïóéäéêþí áíáëüãùí ñõèìßæåé áíôßóôñïöá
(ìåéþíåé) ôçí Ýêöñáóç ôïõ bcl-2-åíáñêôÞ êáé áõîÜíåé ôçí
áðüðôùóç.7,8 Åßíáé ãíùóôü üôé ç Ýêöñáóç ôçò ïãêïãüíïõ

ðñùôåÀíçò bcl-2 äéáäñáìáôßæåé ðñùôáñ÷éêü ñüëï óôçí
ðáñåìðüäéóç ôïõ ìç÷áíéóìïý áðüðôùóçò.9,10

ÐáñÜ ôçí åðßäñáóç üìùò ôïõ 2-CdA óôç ñýèìéóç ôçò
bcl-2, äåí Ý÷åé áðïäåé÷èåß üôé ç Ýêöñáóç ôçò ðáñáðÜíù
ðñùôåÀíçò ìðïñåß íá áðïôåëÝóåé äåßêôç ôçò in vitro
áíôáðüêñéóçò óôá ÷çìåéïèåñáðåõôéêÜ óêåõÜóìáôá ïýôå
êáé óôçí ðåñáéôÝñù ðñüãíùóç ôïõ áóèåíïýò.11

Óôçí ðáñïýóá åñãáóßá ðåñéãñÜöïõìå áóèåíÞ ìå ×ËË,
ðïõ åîåëß÷èçêå óå ðñïëåìöïêõôôáñéêÞ ëåõ÷áéìßá êáé ï
ïðïßïò åìöÜíéóå íåïðëáóßá óôï åãêÜñóéï êüëï äýï
ìÞíåò ìåôÜ ôç èåñáðåõôéêÞ ÷ïñÞãçóç 2-CdA. Óõæçôåßôáé
ç öáñìáêïëïãéêÞ êáé ðáèïöõóéïëïãéêÞ äñÜóç ôïõ 2-C-
dA, êáèþò êáé ç ðéèáíÞ åðßäñáóÞ ôïõ óôçí åìöÜíéóç
íåïðëáóßáò.

ÐÅÑÉÃÑÁÖÇ ÐÅÑÉÐÔÙÓÅÙÓ

ÐåñéãñÜöåôáé ç ðåñßðôùóç áóèåíïýò 72 åôþí ìå ×ËË, ï

ïðïßïò åéóÞ÷èç ëüãù áéìáôï÷åóßáò äýï ìÞíåò ìåôÜ ôç ÷ïñÞãçóç

2-÷ëùñïäåïîõáäåíïóßíçò êáé óôïí ïðïßï äéáðéóôþèçêå

íåïðëáóßá åãêáñóßïõ êüëïõ.

Ï áóèåíÞò åß÷å áñíçôéêü êëçñïíïìéêü áíáìíçóôéêü, Þôáí

êáðíéóôÞò åðß 40 Ýôç, ìÝôñéïò ðüôçò êáé áíÝöåñå

÷ïëïêõóôåêôïìÞ ðñï 30åôßáò êáé áñôçñéáêÞ õðÝñôáóç áðü

10åôßáò. Åðßóçò, åß÷å éóôïñéêü åêêïëðùìÜôùóçò êáôéüíôïò

êüëïõ äéáðéóôùìÝíçò åíäïóêïðéêÜ êáé áíôéìåôùðéæüìåíçò ìå

õðáêôéêÜ.

Ðñï äéåôßáò äéáãíþóôçêå ÷ñïíßá ëåìöïêõôôáñéêÞ ëåõ÷áéìßá

óôáäßïõ ÉÉÉ êáôÜ Rai, ðïõ áíôéìåôùðéæüôáí èåñáðåõôéêÜ ìå

ìåèõëðñåäíéæïëüíç êáé ÷ëùñáìâïõêßëç, åíþ äýï ìÞíåò ðñéí

áðü ôçí åéóáãùãÞ ôïõ áóèåíïýò åß÷å ôåèåß ç äéÜãíùóç ôçò

åêôñïðÞò ôçò ×ËË óå ðñïëåìöïêõôôáñéêÞ ëåõ÷áéìßá, ìå 40%

äéÞèçóç ôïõ ìõåëïý ôùí ïóôþí áðü ðñïëåìöïêýôôáñá, êáé åß÷å

÷ïñçãçèåß ÷çìåéïèåñáðåõôéêü ó÷Þìá ìå 2-CdA. Äýï ìÞíåò ðñéí

áðü ôçí åéóáãùãÞ ôïõ ï áóèåíÞò åß÷å õðïâëçèåß óå

êïëïóêüðçóç ëüãù êïéëéáêïý Üëãïõò, ìå äéÜãíùóç

åêêïëðùìáôßôéäáò êáôéüíôïò êüëïõ, åíþ âñéóêüôáí óå ðëÞñç

ýöåóç áðü ôçí áéìáôïëïãéêÞ ôïõ íüóï.

ÊáôÜ ôçí åéóáãùãÞ ôïõ ëüãù áéìáôï÷åóßáò ï áóèåíÞò Þôáí

ðÜó÷ùí, ìå óçìåßá ïñèïóôáôéêÞò õðüôáóçò,

çðáôïóðëçíïìåãáëßá êáé äéïãêùìÝíïõò ëåìöáäÝíåò
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ìáó÷áëéáßáò êáé âïõâùíéêÞò ÷þñáò, åíþ ç äáêôõëéêÞ åîÝôáóç

Þôáí èåôéêÞ ãéá áðþëåéá åñõèñïý áßìáôïò.

Ï åñãáóôçñéáêüò Ýëåã÷ïò áíÝäåéîå áéìáôïêñßôç (Ht) 23%,

ëåõêÜ áéìïóöáßñéá 12.600/ìL, áéìïðåôÜëéá 120.000/ìL, åíþ

õðÞñ÷å áýîçóç ôçò LDH (1030 UÉ/mL) êáé ôïõ ïõñéêïý ïîÝïò

(11,8 mg/dL).

Ç åðåßãïõóá êïëïóêüðçóç ðïõ áêïëïýèçóå áíÝäåéîå

ìüñöùìá ôïõ åãêáñóßïõ êüëïõ, ôï ïðïßï äéáðéóôþèçêå üôé Þôáí

áäåíïêáñêßíùìá óôáäßïõ É êáôÜ Dukes.

Ï áóèåíÞò ÷åéñïõñãÞèçêå ìå áðüëõôç åðéôõ÷ßá êáé åîÞëèå,

óå ðëÞñç ýöåóç áðü ôï áéìáôïëïãéêü ôïõ íüóçìá, ìå Çt 34%,

ëåõêÜ áéìïóöáßñéá 9.800/ìL, áéìïðåôÜëéá 150.000/ìL êáé

öõóéïëïãéêü âéï÷çìéêü Ýëåã÷ï.

Ó×ÏËÉÏ

Ç åìöÜíéóç êáñêßíïõ ôïõ ðá÷Ýïò åíôÝñïõ óôïí áóèåíÞ
ìáò ìå ðñïëåìöïêõôôáñéêÞ ëåõ÷áéìßá ìåôÜ ôçí åðéôõ÷Þ
÷ïñÞãçóç 2-CdA ãéá ôçí áéìáôïëïãéêÞ ôïõ íüóï, èÝôåé ôï
åñþôçìá ôçò ðéèáíÞò áíÜðôõîçò íåïðëáóßáò ìåôÜ ôç
÷ïñÞãçóç 2-CdA. Ç ðéèáíüôçôá íá õðÞñ÷å Þäç ìéá in
situ íåïðëáóßá Þ ìéá ðåñéï÷Þ ìå óïâáñïý âáèìïý
äõóðëáóßá óôï åãêÜñóéï êüëï, ç ïðïßá íá Þôáí áäýíáôï
íá áíáãíùñéóôåß ïðôéêÜ êáôÜ ôçí åíäïóêüðçóç, åßíáé êÜôé
ðïõ äåí ìðïñåß íá áðïêëåéóôåß, ðáñÜ ôï ãåãïíüò üôé óôï
åãêÜñóéï êüëï äåí åß÷å ðåñéãñáöåß êáíåíüò åßäïõò
âëÜâç Þ ðéèáíÞ íåïðëáóìáôéêÞ áëëïßùóç êáôÜ ôçí
áñ÷éêÞ åíäïóêüðçóç. Ç öõóéêÞ éóôïñßá äçìéïõñãßáò êáé
áíÜðôõîçò ôïõ áäåíïêáñêéíþìáôïò ôïõ ðá÷Ýïò åíôÝñïõ,
åîÜëëïõ, ðïéêßëëåé åîáñôþìåíç áðü ðáñÜãïíôåò üðùò ç
êëçñïíïìéêüôçôá, ïé ðñïêáñêéíùìáôþäåéò áëëïéþóåéò
êáé ç êáôÜóôáóç ôïõ áìõíôéêïý óõóôÞìáôïò ôïõ
ïñãáíéóìïý.12 Ìå áõôÜ ôá äåäïìÝíá, åßíáé ðïëý ðéèáíü
áíôéíåïðëáóìáôéêÜ öÜñìáêá íá ôñïðïðïéïýí åîåëéêôéêÜ
êáé ÷ñïíéêÜ (åðéôÜ÷õíóç) ìéá äéáäéêáóßá ïãêïãÝíåóçò
óôá áñ÷Ýãïíá êýôôáñá ôïõ ãáóôñåíôåñéêïý åðéèçëßïõ.13

Óå ìåëÝôåò in vitro Ý÷åé äåé÷èåß üôé ç ýðáñîç
íïõêëåïóéäéêþí áíáëüãùí ñõèìßæåé áíôßóôñïöá (ìåéþíåé)
ôçí Ýêöñáóç ôïõ bcl-2-åíáñêôÞ êáé, åðïìÝíùò, ôï ôåëéêü
ðïóü ôçò ïãêïãüíïõ bcl-2-ðñùôåÀíçò, áõîÜíïíôáò ôçí
áðüðôùóç, ãåãïíüò üìùò ðïõ äåí Ý÷åé äåé÷èåß Þ
áðïäåé÷èåß óôçí êáèçìåñéíÞ êëéíéêÞ ðñÜîç.1 Åßíáé
ãíùóôü üôé ç Ýêöñáóç ôçò ïãêïãüíïõ ðñùôåÀíçò bcl-2
äéáäñáìáôßæåé ðñùôáñ÷éêü ñüëï óôçí ðáñåìðüäéóç ôïõ
ìç÷áíéóìïý ôçò áðüðôùóçò.

ÅÜí äå÷èïýìå üôé ç íåïðëáóßá ôïõ ðá÷Ýïò åíôÝñïõ óôïí
áóèåíÞ ìáò äåí äéáãíþóôçêå óõìðôùìáôéêÜ 2 ìÞíåò ìåôÜ
áðü ôç ÷ïñÞãçóç ôïõ 2-CdA êáé ìå äåäïìÝíï ôï ãåãïíüò
üôé ïé áéìáôïëïãéêÝò íåïðëáóßåò óõíäõÜæïíôáé ìå
íåïðëáóßåò óõìðáãþí ïñãÜíùí, èá ìðïñïýóáìå íá

èåùñÞóïõìå, ìå êÜèå åðéöýëáîç, ôçí ðåñßðôùóç ôïõ
áóèåíïýò ìáò ùò ìïíôÝëï ãéá ôçí åñìçíåßá ôçò ðéèáíÞò
in vivo äñÜóçò ôùí íïõêëåïóéäéêþí áíáëüãùí, êáé
êõñßùò ôïõ 2-CdA, óôçí ðñþéìç áíÜäåéîç Üëëùí
íåïðëáóéþí ìå ôçí áýîçóç Þ ôç ìç ìåßùóç ôçò
áðüðôùóçò, ðïõ áðïôåëåß êáé ìéá áðü ôéò óýã÷ñïíåò
áéôéïëïãéêÝò ðñïóåããßóåéò ãéá ôï áäåíïêáñêßíùìá ôïõ
ðá÷Ýïò åíôÝñïõ.

ÁõôÞ ç ôñïðïðïßçóç ôçò áðüðôùóçò óå êýôôáñá ôïõ
âëåííïãüíïõ ôïõ ðá÷Ýïò åíôÝñïõ ßóùò åßíáé äéáöïñåôéêÞ
áðü ôçí ôñïðïðïßçóç ôçò áðüðôùóçò óôá êýôôáñá ôïõ
áéìïðïéçôéêïý óõóôÞìáôïò, ìå óçìåßï åêêßíçóçò ôï
äéáöïñåôéêü ôñüðï ëåéôïõñãßáò êáé ôï äéáöïñåôéêü ÷ñüíï
æùÞò áõôþí ôùí êõôôÜñùí. Óôï óçìåßï áõôü èá ðñÝðåé íá
ôïíéóôåß ðùò, ìå âÜóç ôï óêåðôéêü ðïõ áíáðôý÷èçêå,
ãßíåôáé ìéá Ýììåóç, ùóôüóï óçìáíôéêÞ, åðéóÞìáíóç üôé ï
óõãêåêñéìÝíïò áóèåíÞò, áëëÜ êáé üëïé ïé áóèåíåßò ìå
áéìáôïëïãéêÝò êáé Üëëåò íåïðëáóßåò, Ý÷ïõí áõîçìÝíï, óå
ó÷Ýóç ìå ôï ãåíéêü ðëçèõóìü, êßíäõíï áíÜðôõîçò
äåýôåñçò íåïðëáóßáò. Áõôü ìðïñåß íá óõìâåß åßôå ùò
ãåãïíüò áíïóïêáôáóôïëÞò êáé ìåßùóçò ôùí ìç÷áíéóìþí
åðéäéüñèùóçò/áðüðôùóçò, åßôå ùò ôßìçìá ôçò
÷ïñçãïýìåíçò áíôéíåïðëáóìáôéêÞò èåñáðåßáò, ç ïðïßá,
ìå ôï äåäïìÝíï ìç÷áíéóìü äñÜóçò ðïõ êÜèå öïñÜ Ý÷åé,
ìðïñåß íá åõíïåß Þ íá áðïôñÝðåé Ýíáí éóôü (åêôüò ôïõ
éóôïý-óôü÷ïõ) ãéá íåïðëáóìáôéêÞ åêôñïðÞ. Ùò ðñïò ôï
öáéíüìåíï áõôü óôï Ýíôåñï, Ý÷ïõí áíáðôõ÷èåß äéÜöïñåò
õðïèÝóåéò êáé ðåéñáìáôéêÜ ìïíôÝëá ðñüëçøçò14,15 Þ
åðáãùãÞò ôçò êáñêéíïãÝíåóçò.16,17

Ôï åÜí êáé êáôÜ ðüóï óå ìéá in situ íåïðëáóßá Þ óå ìéá
ìç êáëÜ äéáöïñïðïéçìÝíç äõóðëáóôéêÞ âëÜâç ôïõ
åíôåñéêïý âëåííïãüíïõ ôá íïõêëåïóéäéêÜ áíÜëïãá
ìðïñåß íá åðéäñÜóïõí êáé ìå ðïéï ìç÷áíéóìü, ðáñáìÝíåé
áíáðÜíôçôï åñþôçìá. Åêåßíï ðïõ åðßóçò ðñÝðåé íá
óõæçôçèåß åêôåíÝóôåñá åßíáé ôï äéÜóôçìá ðïõ ìåóïëáâåß
áðü ôç ÷ïñÞãçóç ôïõ íïõêëåïóéäéêïý áíáëüãïõ ìÝ÷ñé
ôçí åêäÞëùóç ìéáò ðñïûðÜñ÷ïõóáò íåïðëáóßáò Þ, ðïëý
ðåñéóóüôåñï, ôçí de novo áíÜäåéîç ìéáò íÝáò.

Ç ìåãÜëç ùöÝëåéá ðïõ ðñïêýðôåé áðü ôç ÷ñÞóç ôùí
íïõêëåïóéäéêþí áíáëüãùí óôá áéìáôïëïãéêÜ íïóÞìáôá
ßóùò áõîçèåß áêüìç ðåñéóóüôåñï, åÜí ç ÷ñÞóç ôùí
öáñìÜêùí áõôþí ìáò âïçèÞóåé íá êáôáíïÞóïõìå ôïõò
ìç÷áíéóìïýò ïãêïãÝíåóçò Þ åðéôÜ÷õíóçò ìéáò Þäç
ðñïûðÜñ÷ïõóáò äõóðëáóôéêÞò Þ in situ íåïðëáóìáôéêÞò
âëÜâçò.
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ABSTRACT

Early diagnosis of colon cancer
after administration of 2-chlorodeoxyadeno-
sine in a patient with chronic lymphocytic

leukemia
K.H. KATSANOS, P. KAIAFAS, K.L. BOURANTAS

University Hospital of Ioannina, Greece

Archives of Hellenic Medicine 1999, 16(6):604�606

The case is presented of a 72 year old male patient with
chronic lymphocytic leukemia (CLL) diagnosed 2 years
earlier and treated with methylprednisolone and chlo-
rambucil. Colon diverticulosis had been diagnosed ten
years previously. Two months before admission he was
started on, and responded to, 2-chlorodeoxyadenosine
(2-CdA) because of a CLL aberration of polymorphocyt-
ic (PL) leukemia, and he achieved complete remission.
Two months later the patient was admitted because of
lower gastrointestinal tract bleeding. Colonoscopy re-
vealed a transverse colon adenocarcinoma, Dukes stage
I. A routine colonoscopy performed 2 months before 2-
CdA administration had been negative. Surgical inter-
vention was successful and the patient is living in hema-
tologic remission. If it is accepted that the diagnosis of
colon cancer in this patient 2 months after 2-CdA ad-
ministration was not a simple coincidence, and bearing
in mind that hematologic malignancies often coexist with
other malignancies, it could be considered, with reserva-
tions, that this case is a model explaining the possible in
vivo action of nucleoside analogues and specifically of 2-
CdA. This hypothetical in vivo mechanism could be based
on the contribution of nucleoside analogues and nucleo-
side transporters in increasing or in not down-regulating
apoptosis of the bowel epithelium. However the central
theory  that one malignancy in this case (CLL) can trig-
ger another (colon cancer) remains.

Key words: Apoptosis, Bowel cancer, Chronic lymphocytic
leukemia, 2-deoxychloroadenosine
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