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Ç åõêáéñéáêÞ ëïßìùîç áðü êõôôáñïìåãáëïúü (CMV)

áðïôåëåß óïâáñÞ áéôßá èíçóéìüôçôáò óå áóèåíåßò ìå óýí-

äñïìï åðßêôçôçò áíïóïáíåðÜñêåéáò (ÁIDS).1,2 Óå óçìá-

íôéêü ðïóïóôü áíïóïêáôáóôáëìÝíùí ï éüò áíáæùðõñþ-

íåôáé áðü ôç ëáíèÜíïõóá êáôÜóôáóç, ìå áðïôÝëåóìá

åíåñãü ëïßìùîç.3 Ï ðåðôéêüò óùëÞíáò, êáé éäéáßôåñá ôï

êüëïí, áíáöÝñåôáé ðïëý óõ÷íÜ ùò ï êýñéïò óôü÷ïò ïîåßáò

CMV-ëïßìùîçò óôïõò HIV-1(+) áóèåíåßò. Ç êïëïíïóêü-

ðçóç åöáñìüæåôáé åõñÝùò ãéá ôç äéÜãíùóç CMV-êïëß-

ôéäáò, óå óõíäõáóìü ìå ôá éóôïëïãéêÜ åõñÞìáôá êáé ôçí

êáëëéÝñãåéá ôïõ CMV.2,4–6 Ç áêñéâÞò üìùò óõó÷Ýôéóç

áíÜìåóá óôï CMV êáé óôï âëåííïãüíï ôïõ êüëïõ ðá-

ñáìÝíåé áóáöÞò.5 Ôåëåõôáßá, ç CMV-ëïßìùîç óôï êüëïí

äéåñåõíÞèçêå äéåîïäéêüôåñá ìå ôçí åöáñìïãÞ ìåèüäùí

ìïñéáêÞò âéïëïãßáò, âáóéóìÝíùí êõñßùò óôçí PCR.6,8,9

Óôçí ðáñïýóá åñãáóßá, ÷ñçóéìïðïéþíôáò ìåèüäïõò

ìïñéáêÞò âéïëïãßáò, áðåéêïíßæåôáé ç ðáñïõóßá CMV óôá

éóôïëïãéêÜ ðáñáóêåõÜóìáôá áðü ôéò ÷áñáêôçñéóôéêÝò

âëÜâåò ôïõ êüëïõ. ÅðéðëÝïí, ç áíÜëõóç áëëçëïõ÷ßáò DNA

óõó÷åôßæåé ôçí õðïôñïðÞ ôçò íüóïõ ìå ôçí åìöÜíéóç áí-

èåêôéêþí óôåëå÷þí CMV óôçí áíôéñåôñïúêÞ èåñáðåßá.
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ÐÅÑÉÃÑÁÖÇ ÐÅÑÉÐÔÙÓÅÙÓ

¢íäñáò çëéêßáò 54 åôþí, ïìïöõëüöéëïò, ãíùóôüò áðü ôå-

ôñáìÞíïõ ùò HIV-1 ïñïèåôéêüò, äéáêïìßóôçêå óôï íïóïêïìåßï

óôéò 29/9/2000. Áðü êñáôéêü íïóïêïìåßï áíáöÝñïíôáí ôá

åîÞò: áðü äéìÞíïõ áðïãåõìáôéíÞ äåêáôéêÞ ðõñåôéêÞ êßíçóç êáé

ôï ôåëåõôáßï äåêáÞìåñï åìðýñåôï Ýùò 39–40 °C ìå ñßãç. Åðß-

óçò, áðü åîáçìÝñïõ åëÜôôùóç ôïõ åðéðÝäïõ óõíåßäçóçò. ÊáôÜ

ôï ðñþôï äéÞìåñï ôçò åéóáãùãÞò ôïõ áíáöÝñïíôáí ôñßá Þ ôÝó-

óåñá åðåéóüäéá ôïíéêï-êëïíéêþí óðáóìþí. Ï áóèåíÞò åëÜì-

âáíå áíôéñåôñïúêÞ èåñáðåßá ìå zidovudin 250 mg 1 ´ 2 êáé

lamivudin 150 mg 1 ´ 2.

Ôçí çìÝñá ôçò åéóáãùãÞò ôïõ ï áóèåíÞò Þôáí óõã÷õôéêüò,

ìå üøç âáñÝùò ðÜó÷ïíôïò êáé èåñìïêñáóßá 39,5 °C. Äåí õ-

ðÞñ÷áí óôïé÷åßá ìçíéããéóìïý Þ åóôéáêÜ íåõñïëïãéêÜ óçìåßá

êáôÜ ôç íåõñïëïãéêÞ åîÝôáóç. Ç ëïéðÞ áíôéêåéìåíéêÞ åîÝôáóç

Þôáí ÷ùñßò ïõóéþäç ðáèïëïãéêÜ åõñÞìáôá. Ç âõèïóêüðçóç

Þôáí áñíçôéêÞ. ̧ ãéíå ïóöõïíùôéáßá ðáñáêÝíôçóç, üðïõ äéáðé-

óôþèçêå áýîçóç ëåõêþìáôïò ôïõ åãêåöáëïíùôéáßïõ õãñïý (90

mg/dL), 7 êýôôáñá/mm3, óÜê÷áñï 54 mg/dL, ÷ëùñéïý÷á 124

mEq/L, ç äå äïêéìáóßá INDIA INK êáé ï Ýëåã÷ïò ÉgM/ÉgG

áíôéóùìÜôùí ãéá CMV óôï åãêåöáëïíùôéáßï õãñü áðÝâçóáí

áñíçôéêÜ. Ðáñüëá áõôÜ, ï áóèåíÞò ôÝèçêå áñ÷éêÜ óå åíäïöëÝ-

âéá áãùãÞ ìå öëïõêïíáæüëç (400 mg ´ 3) ðáñÜëëçëá ìå

êåöôñéáîüíç êáé ìåôÜ áðü äéÞìåñï óå abelcet (ëéðéäéêü óý-

ìðëåãìá áìöïôåñéêßíçò) 200 mg áíÜ çìÝñá, åíþ äéáêüðçêå ç

öëïõêïíáæüëç. ÐáñÜ ôç èåñáðåßá ìå abelcet, ï áóèåíÞò äåí

ðáñÝìåéíå ðïôÝ áðýñåôïò. ÁíôéèÝôùò, óôéò 10/10/2000 åìöÜ-

íéóå ðõñåôü 40 °C êáé 5–6 äéáññïúêÝò êåíþóåéò.

¸ãéíå ðñïãñáììáôéóìüò ãéá ãáóôñïóêïðéêü/êïëïíïóêïðé-

êü Ýëåã÷ï. Óôéò 12/10/2000 Ýãéíå ç êïëïíïóêüðçóç, êáôÜ

ôçí ïðïßá äéáðéóôþèçêáí óôï ôõöëü-áíéüí-åãêÜñóéï-êáôéüí

êüëïí êáôÜ ôüðïõò ìïíÞñåéò âëÜâåò êáé, óõãêåêñéìÝíá, ðåôÝ-

÷åéåò ìå õðÝãåñóç êáé êåíôñéêÞ åîÝëêùóç, áð’ üðïõ åëÞöèç-

óáí âéïøßåò êáé ôåìÜ÷éï âëåííïãüíïõ ðñïò åîÝôáóç ãéá CMV

ìå PCR. Ôï áðïôÝëåóìá ôçò PCR Þôáí èåôéêü ãéá CMV êáé ï

áóèåíÞò ôÝèçêå óå áãùãÞ ìå ganciclovir (Cymevene) 500 mg

1 ´ 2. ÌåôÜ áðü äéÞìåñï ðáñÝìåéíå áðýñåôïò êáé áíÝöåñå

õðïêåéìåíéêÞ âåëôßùóç êáé õðï÷þñçóç ôïõ äéáññïúêïý óõí-

äñüìïõ. Óôéò 26/10/2000 åðáíáëÞöèçêå ç êïëïíïóêüðçóç,

óôçí ïðïßá äéáðéóôþèçêå üôé ï âëåííïãüíïò ôïõ ðá÷Ýïò åíôÝ-

ñïõ Þôáí öõóéïëïãéêüò óå üëï ôï ìÞêïò ôïõ. Ï áóèåíÞò óõíÝ-

÷éóå per os áãùãÞ ìå ganciclovir, ìå âåëôßùóç ôçò êáôÜóôáóÞò

ôïõ.

Óçìåéþíåôáé üôé ï áóèåíÞò óôéò 29/11/2000 ðáñïõóßáóå

åðßðåäá CD4 ëåìöïêõôôÜñùí 122 ê/ìL êáé áñíçôéêÞ ðïóïôé-

êÞ ìÝôñçóç ãéá HIV-1-RNA óôï ðëÜóìá, åíþ óôéò 19/3/2001

ôá CD4 Þôáí 19 ê/ìL êáé ôï HIV-1-RNA áñíçôéêü. ¼óïí

áöïñÜ óôïí Ýëåã÷ï ôïõ áíþôåñïõ ðåðôéêïý, óôéò 29/3/2001

âñÝèçêå ãáóôñßôéäá êáé 2–3 ëåõêùðÜ ïæßäéá âïëâïý äùäåêá-

äáêôýëïõ. Ï áóèåíÞò ìåôÜ áðü 8 ìÞíåò åìöÜíéóå ëÝìöùìá

ìáëáêþí ìïñßùí áñéóôåñÞò êÜôù ãíÜèïõ êáé óôç óõíÝ÷åéá

áðåâßùóå.

ÊáôÜ ôç äéÜñêåéá ôçò íïóçëåßáò ôïõ áóèåíïýò åîåôÜóôçêáí

ôá åîÞò äåßãìáôá: áßìá, ðôýåëá, ìõåëüò ôùí ïóôþí, õëéêü ãá-

óôñïóêüðçóçò, éóôüò áðü Ýíôåñï êáé óôüìá÷ï, ðñïêåéìÝíïõ íá

åëåã÷èïýí ãéá CMV, Mycobacterium tuberculosis (ÔÂ),

Legionella, Chlamydia pneumoniae, Pneumocystis carinii,

Aspergillus spp êáé HSV (ðßí. 2).

ÓõíïðôéêÜ, ç åðåîåñãáóßá ôùí äåéãìÜôùí ðïõ ðåñéåß÷áí âëÝííá

(ðôýåëá êáé õëéêü ãáóôñïóêüðçóçò) Ýãéíå ìå ôç ÷ñÞóç NALC

(N-acetyl-L-cysteine), óýìöùíá ìå ôïõò Nolte êáé Metchock

(1993).7 Ôá ìïíïðýñçíá êýôôáñá áðü ôï áßìá êáé ôï ìõåëü ôùí

ïóôþí áðïìïíþèçêáí ìå ôç ÷ñÞóç Biocoll Separating Solution

(Biochrom AG). Ôï DNA áðü ôá ðôýåëá, ôï õëéêü ãáóôñïóêüðç-

óçò, ôï áßìá êáé ôï ìõåëü ôùí ïóôþí áðïìïíþèçêå, óôç óõíÝ-

÷åéá, ÷ñçóéìïðïéþíôáò ôï Talent seek viral DNA extraction kit,

åíþ ôï DNA áðü ôá äåßãìáôá éóôþí áðïìïíþèçêå ìå ôç ìÝèïäï

ðñùôåúíÜóçò Ê/SDS öáéíüëçò/÷ëùñïöüñìéïõ.16

Ç «öùëéáóìÝíç» PCR, ðïõ áêïëïýèçóå, Ýãéíå óå ôåëéêü

üãêï 50 ìL êáé ðåñéåß÷å 20 mM Tris HCl (pH 8,4), 50 mM

KCl, 1,5 mM MgCl2, 200 ìM áðü êÜèå dNTP, 1,5 U Taq

ðïëõìåñÜóç (Invitrogen, The Netherlands), 200 pM åêêéíçôÝò

(MWG). Ïé áëëçëïõ÷ßåò ôùí åêêéíçôþí ðñïÝñ÷ïíôáí áðü ðñï-

çãïýìåíåò äçìïóéåýóåéò.17–23 Ç áíÜëõóç ôùí áðïôåëåóìÜôùí

ôçò PCR Ýãéíå ìå çëåêôñïöüñçóç ôùí ðñïúüíôùí óå ðÞêôùìá

áãáñüæçò, ðïõ ðåñéåß÷å âñùìéïý÷ï áéèßäéï óå óõãêÝíôñùóç 1

ìg/mL, åíþ ãéá ôçí ïðôéêÞ ðáñáôÞñçóç ôùí ôåëåõôáßùí ÷ñç-

óéìïðïéÞèçêå óõóêåõÞ åêðïìðÞò õðåñéþäïõò áêôéíïâïëßáò (UV).

Ðßíáêáò  1. Ìéêñïïñãáíéóìïß êáé ãïíßäéá ðïõ ÷ñçóéìïðïéÞèçêáí óôçí PCR.

Ìéêñïïñãáíéóìüò Ãïíßäéï ÁíáöïñÜ

CMV IE Shibata, 199023

M.  tuberculosis IS6110 Marcheti et al, 199822

Legionella Lmip Koide & Saito, 199518

Chlamydia pneumoniae MOMP Kaltenboeck et al, 199219

Pneumocystis carinii ÌåãÜëç õðïìïíÜäá mt rRNA Weig et al, 199721

Aspergillus 18s rRNA Skladny et al, 199920

HSV UL42 Hirsch & Bossart, 199917
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Ãéá íá äéáðéóôùèåß áí ôï óôÝëå÷ïò ôïõ CMV ðïõ áíé÷íåý-

èçêå ìåôÜ ôçí õðïôñïðÞ ôçò ëïßìùîçò ôïõ áóèåíïýò Þôáí áí-

èåêôéêü óôï öÜñìáêï ðïõ ÷ïñçãÞèçêå (ganciclovir), Ýãéíå

áíÜëõóç áëëçëïõ÷ßáò DNA (sequencing) ôïõ ãïíéäßïõ UL97.

Ãéá ôçí åêëåêôéêÞ åíßó÷õóç ôïõ ãïíéäßïõ UL97 ÷ñçóéìïðïéÞ-

èçêáí ïé åêêéíçôÝò êáé ïé óõíèÞêåò áðü ðñïçãïýìåíç ìåëÝ-

ôç.12 H áíÜãíùóç ôçò áëëçëïõ÷ßáò DNA Ýãéíå óôïí DNA

áíáëõôÞ ABI Prismâ 310. Ïé áëëçëïõ÷ßåò DNA, ðïõ ðñïÝêõ-

øáí, ìåëåôÞèçêáí êáé óôïé÷Þèçêáí ìå ôéò áëëçëïõ÷ßåò ôïõ

ãïíéäßïõ UL97 áðü ôï öõóéïëïãéêü êáé ìåôáëëáãìÝíï óôÝëå-

÷ïò AD169 êáé C8702,10 áíôßóôïé÷á, ÷ñçóéìïðïéþíôáò ôï ðñü-

ãñáììá SEQUENCHERa.

AÐÏÔÅËÅÓÌÁÔÁ KAI Ó×ÏËÉÏ

Ôá áðïôåëÝóìáôá áõôÞò ôçò ìåëÝôçò óõãêåíôñþíï-

íôáé óôïí ðßíáêá 2. ¼ðùò öáßíåôáé, ôï DNA ôïõ CMV

áíé÷íåýôçêå óå üëá ôá äåßãìáôá ðïõ åîåôÜóôçêáí óôéò

äéáöïñåôéêÝò ÷ñïíéêÝò ðåñéüäïõò ôçò íïóçëåßáò ôïõ

áóèåíïýò, äéÜñêåéáò 4 ìçíþí. Áíôßèåôá, äåí áíé÷íåýèç-

êå ãåíåôéêü õëéêü ôùí Üëëùí ìéêñïïñãáíéóìþí ðïõ å-

îåôÜóôçêáí ðñïêåéìÝíïõ íá ôåêìçñéùèåß ôï áßôéï ôïõ

åìðõñÝôïõ ôïõ áóèåíïýò. Ðïëëïß áðü áõôïýò ôïõò ìé-

êñïïñãáíéóìïýò áðïôåëïýí áßôéá åõêáéñéáêþí ëïéìþ-

îåùí ãéá HIV-1(+) áóèåíåßò.13–15

Ôï ðñþôï óçìáíôéêü åýñçìá ôçò ðáñïýóáò ìåëÝôçò

åßíáé ç áíåýñåóç ãåíåôéêïý õëéêïý ôïõ CMV óôá Ýëêç

ôïõ êüëïõ, óôç öÜóç åðéäåßíùóçò ôçò êáôÜóôáóçò ôïõ

áóèåíïýò (åéê. 1á, ã). Ï Goodgame, óå ìéá óõãêñéôéêÞ

ìåëÝôç, ÷ñçóéìïðïéþíôáò áíïóïúóôï÷çìåßá, êáëëéÝñãåéá

êáé PCR ãéá CMV óå 244 âéïøßåò áðü ôï êüëïí, êáôÝ-

ëçîå óôï óõìðÝñáóìá üôé ç PCR áðïôåëåß ðïëý ôá÷åßá

ìÝèïäï, ìå õøçëÞ åõáéóèçóßá êáé éêáíïðïéçôéêÞ åéäéêü-

ôçôá. Ìéá Üëëç ìåôáãåíÝóôåñç óõãêñéôéêÞ ìåëÝôç8 ìå

21 ìåôáìïó÷åõìÝíïõò Ýäåéîå üôé ç PCR óõíÝâáëå áðï-

öáóéóôéêÜ óôçí ðñþéìç áíß÷íåõóç CMV óôï ìü-ó÷åõìá.

Óôçí ðáñïýóá ìåëÝôç, ç áíß÷íåõóç DNA ôïõ CMV óôï

õëéêü ôùí ÷áñáêôçñéóôéêþí áðåéêïíéóôéêþí âëáâþí (åéê.

1á) åîçãåß ôçí áéôßá áõôþí ôùí áëëïéþóåùí. ¼ðùò öáß-

íåôáé áðü ôá áðåéêïíéóôéêÜ áðïôåëÝóìáôá (åéê. 1â), ðá-

ñáôçñÞèçêå ýöåóç ôçò CMV-ëïßìùîçò êáé, óôç óõíÝ÷åé-

á, õðïôñïðÞ ôçò.

ÐñïêåéìÝíïõ íá äéåñåõíçèåß áí ç õðïôñïðÞ óôéò 13/

3/2001 ïöåéëüôáí óå åðáíáëïßìùîç (Üëëï óôÝëå÷ïò) Þ

óôçí åìöÜíéóç áíèåêôéêþí óôåëå÷þí ëüãù ôçò èåñá-

ðåßáò, Ýãéíå áíÜëõóç íïõêëåïôéäéêÞò áëëçëïõ÷ßáò DNA

(sequencing). Óôá äéáèÝóéìá äåßãìáôá áðü ôéò 13/3/2000

êáé 19/3/2000 âñÝèçêáí áíèåêôéêÜ óôåëÝ÷ç óå ðïóï-

óôü 50% (ðßí. 2, åéê. 2), ìå ôç ÷áñáêôçñéóôéêÞ ìåôáëëáãÞ

V594 óôï ãïíßäéï UL97. Ïé ðéï óçìáíôéêÝò ìåôáëëáãÝò

óôï ãïíßäéï UL97, ðïõ ðñïóäßäïõí áíèåêôéêüôçôá óå

ganciclovir, ðåñéãñÜöïíôáé áðü ôïõò Chou et al (1995)10

êáé ÷áñôïãñáöïýíôáé ìåôáîý ôùí êùäéêïíßùí 591 êáé

603.10–12 Ç äéáðßóôùóç ôùí áíèåêôéêþí óôåëå÷þí áðïôå-

ëåß ôï äåýôåñï åýñçìá áõôÞò ôçò áíáäñïìéêÞò ìåëÝôçò

êáé åîçãåß ôçí õðïôñïðÞ ôïõ áóèåíïýò. Áðü ôçí áíÜëõóç

ôçò DNA áëëçëïõ÷ßáò âñÝèçêáí åðßóçò äýï ðïëõìïñöé-

óìïß óôá êùäéêüíéá 579 (GGC®GGT) êáé 598

(GGT®GGC) óå üëá ôá äåßãìáôá áðü ôéò 12/10/2000.

Áõôïß ïé ðïëõìïñöéóìïß õðïäçëþíïõí üôé äåí õðÞñîå

åðáíáìüëõíóç êáôÜ ôçí õðïôñïðÞ.

 ÓõìðåñáóìáôéêÜ, ç ÷ñÞóç ìåèüäùí ìïñéáêÞò âéïëï-

ãßáò âáóéóìÝíùí óôçí PCR, óå óõíäõáóìü ìå ôá áðåé-

êïíéóôéêÜ åõñÞìáôá, áðïôåëåß ðïëýôéìï åñãáëåßï óôçí

Ýãêáéñç äéÜãíùóç ôçò CMV-ëïßìùîçò. Åðßóçò, üðùò óôçí

Ðßíáêáò 2. ¸ëåã÷ïò ãéá ðáèïãüíïõò ìéêñïïñãáíéóìïýò êáé áðåéêïíéóôéêÜ åõñÞìáôá.

                                    PCR
Çìåñïìçíßá Õëéêü ÁðåéêïíéóôéêÜ CMV ÁíÜëõóç ¢ëëïé ÔÂ HSV

áðïôåëÝóìáôá áëëçëïõ÷ßáò ìéêñï-
DNA  CMV ïñãáíéóìïß

02/10/2000 Áßìá + – –

05/10/2000 Ðôýåëá + – –

12/10/2000 Éóôüò åíôÝñïõ ¾ðáñîç åëêþí + wt – –

12/10/2000 Éóôüò óôïìÜ÷ïõ + –

27/10/2000 ÍÅ Áðïõóßá åëêþí

13/03/2001 Õëéêü ãáóôñïóêüðçóçò + wt/mt –

19/03/2001 Ìõåëüò + wt/mt – –

+ : Èåôéêüò
– : Áñíçôéêüò
NE: Äåí õðÞñîå äåßãìá
wt: Öõóéïëïãéêü óôÝëå÷ïò ÁD169
mt: ÌåôáëëáãìÝíï óôÝëå÷ïò C8702 óôï êùäéêüíéï 594: Aëáíßíç ® Âáëßíç (GCG®GTG)
¢ëëïé ìéêñïïñãáíéóìïß: Legionella, Chlamydia pneumoniae, Pneumocystis carinii, Aspergillus
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ðñïêåéìÝíç ðåñßðôùóç, ç áíß÷íåõóç áíèåêôéêþí óôåëå-

÷þí åîçãåß ôçí õðïôñïðÞ, åíþ ç ôáõôïðïßçóç ôáõôüóç-

ìùí ðïëõìïñöéóìþí áðïêëåßåé ôçí åðáíáìüëõíóç.
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This study illustrates the power of molecular biology

techniques based on PCR in the elucidation of cytome-

galovirus (CMV) infection in a ÇÉV-1(+) patient. CMV is

responsible for the most common viral opportunistic in-

fection in patients with acquired immunodeficiency  syn-

drome (AIDS). The colon is a common site of CMV

infection in AIDS patients. Clinical diagnosis of CMV

infection is based on the characteristic endoscopic ap-

pearance of extensive ulceration of the gastric mucosa.

A 54 year-old homosexual man who had AIDS compli-

cated by CMV visited the hospital because of high fever.

PCR tests for Legionella, Chlamydia pneumoniae, Pneu-

mocystis carinii and Aspergillus were negative. In addi-

594
AAGCACGCCGGCGCGGCCTGCCGCGCGTTGGAGAACGGTAAGCTCACGC AD169

Lys   His  Ala   Gly   Ala   Ala  Cys  Arg   Ala   Leu  Glu  Asn  Gly
Lys  Leu  Thr

- - - - - - - - - -- - - - - - - - - -  GTG- - - - - - - - - - - - - - - -C8702
Val

Åéêüíá 2. ×ñùìáôïãñÜììáôá êáé áëëçëïõ÷ßåò DNA óôåëå÷þí CMV. (á)

×ñùìáôüãñáììá öõóéïëïãéêïý óôåëÝ÷ïõò (12/10/2000) ìå áëëçëïõ÷ßá

üìïéá ìå ôï öõóéïëïãéêü óôÝëå÷ïò AD169. (â) ×ñùìáôüãñáììá áðü ôï

óôÝëå÷ïò ôçò 13/3/2001, ðïõ äåß÷íåé ôçí ýðáñîç ôçò ìåôáëëáãÞò

(GCG®GTG), üìïéáò ìå ôï áíèåêôéêü óôÝëå÷ïò C8702. (ã) Óôïß÷éóç

áëëçëïõ÷éþí ôùí AD169 êáé C8702.

á

â

ã

Åéêüíá 1. AðåéêïíéóôéêÜ åõñÞìáôá. (á) Áëëïéþóåéò CMV-ëïßìùîçò óå êïëïíïóêüðçóç ôïõ HIV-1(+) áóèåíïýò. (â) ÖõóéïëïãéêÞ åìöÜíéóç ôïõ êüëïõ

ìåôÜ áðü èåñáðåßá ãéá CMV. (ã) Çëåêôñïöüñçóç ðñïúüíôùí ôçò áíôßäñáóçò PCR óå ðÞêôùìá áãáñüæçò 2%. ÓåéñÜ 1: Ãåíåôéêü õëéêü áðü ôéò

áëëïéþóåéò, èåôéêü ãéá CMV. ÓåéñÜ 2: Áñíçôéêüò ìÜñôõñáò ãéá CMV. ÓåéñÜ 3: Èåôéêüò ìÜñôõñáò ãéá CMV 163 bp. ÓåéñÜ 4: Äåßêôçò ìïñéáêïý âÜñïõò

ôìçìÜôùí DNA.

1     2     3     4    ÓåéñÜ

¬ 500 bp

¬ 163 bp

á â
ã

EÕ×ÁÑÉÓÔÉÅÓ

Ïé óõããñáöåßò èÝëïõí íá åêöñÜóïõí ôéò åõ÷áñéóôßåò

ôïõò ðñïò ôï Ì. Ìé÷áëÜôï ãéá ôç óõìâïëÞ ôïõ óôï ó÷å-

äéáóìü ôùí åéêüíùí.
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tion, the patient presented with diarrhea and DNA pre-

pared from biopsies of colon ulceration sampled on colon-

oscopy scored positive for CMV. Ganciclovir was adminis-

tered, with good clinical response but diarrhea recurred

six months later. PCR for CMV scored positive again and

the emergence of CMV mutants conferring ganciclovir

resistance was investigated. The presence for the most

common mutations of the UL97 gene associated with

ganciclovir resistance was directly assessed in DNA from

the patient’s leukocytes. Direct sequencing of the PCR

products revealed the known V594 mutation predispos-

ing to ganciclovir resistance, and the same gene polymor-

phism (579, GGC®GGT and 598, GGT®GGC) in all

samples tested. Finally the patient died. In summary, mo-

lecular biology methods can be used for early detection

of CMV in characteristic colonic lesions in AIDS patients.

Detection of mutant strains resistant to antiviral drugs

and polymorphism may elucidate the natural history of

the infection in the particular patient.
.....................................................................................
Key words: CMV, Ganciclovir, HIV-1, Resistance

Âéâëéïãñáößá

1. WU F, LI H, ZHANG DY. Differential detection of cytomegalovirus

immediate-early messenger RNA in clinical samples using liga-

tion-dependent PCR. Mol Diagn 2001, 6:233–239

2. SALMON-CERON D. Cytomegalovirus infection: the point in 2001.

HIV Med 2001, 2:255–259

3. TENDERO DT. Laboratory diagnosis of cytomegalovirus (CMV)

infections in immunodepressed patients, mainly in patients with

AIDS. Clin Lab 2001, 47:169–183

4. BINI EJ, GORELICK SM, WEINSHEL EH. Outcome of AIDS-associated

cytomegalovirus colitis in the era of potent antiretroviral therapy.

J Clin Gastroenterol 2000, 30:414–419

5. MENTEC H, LEPORT C, LEPORT J, MARCHE C, HARZIC M, VILDE JL.

Cytomegalovirus colitis in HIV-1-infected patients: a prospective

research in 55 patients. AIDS 1994, 8:461–467

6. GOODGAME RW, GENTA RM, ESTRADA R, DEMMLER G, BUFFONE

G. Frequency of positive tests for cytomegalovirus in AIDS pa-

tients: Endoscopic lesions compared with normal mucosa. Am J

Gastroenterol 1993, 8:338–343

7. NOLTE FS, METCHOCK B, MCGOWAN JE JR, EDWARDS A, OKWUM-

ABUA O, THURMOND C ET AL. Direct detection of Mycobacteri-

um tuberculosis in sputum by polymerase chain reaction and

DNA hybridization. J Clin Microbiol 1993, 31:1777–1782

8. KUSNE S, MANEZ R, FRYE BL, ST GEORGE K, ABU-ELMAGD K, TABAS-

CO-MENGUILLON J ET AL. Use of DNA amplification for diagnosis

of cytomegalovirus enteritis after intestinal transplantation. Gas-

troenterology 1997, 112:1121–1128

9. COTTE L, DROUET E, BISSUEL F, DENOYEL GA, TREPO C. Diagnostic

value of amplification of human cytomegalovirus DNA from

gastrointestinal biïpsies from human immunodeficiency virus-

infected patients. J Clin Microbiol 1993, 31:2066–2069

10. CHOU S, ERICE A, COLIN JORDAN M, VERCELLOTTI GM, MICHELS

KR, TALARICO CL ET AL. Analysis of the UL97 phosphotransferase

coding sequence in clinical cytomegalovirus isolates and identifi-

cation of mutations conferring ganciclovir resistance. JID 1995,

171:576–583

11. CHOU S, GUENTZEL S, MICHELS KR, MINER RC, LAWRENCE DREW

W. Frequency of UL97 phosphotransferase mutations related to

ganciclovir resistance in clinical cytomegalovirus isolates. JID 1995,

172:239–244

12. MENTEZ JC, SIA IG, TAU KR, ESPY MJ, SMITH TF, CHOU S ET AL.

Novel mutation in the CMV UL97 gene associated with resist-

ance to ganciclovir therapy. Transplantation 1999, 67:755–757

13. MONNO R, MAGGI P, CARBONARA S, SIBILIO G, D’APRILE A, COSTA

D ET AL. Chlamydia trachomatis and Mycobacterium tuberculo-

sis lung infection in a HIV-positive homosexual man. AIDS Care

STDS 2001, 15:607–610

14. MYLONAKIS E, BARLAM TF, FLANIGAN T, RICH JD. Pulmonary as-

pergillosis and invasive disease in AIDS: review of 342 cases.

Chest 1998, 114:251–262

15. LLOYD A. HIV infection and AIDS. P N G Med J 1996, 39:174–

180

16. MANIATIS ET AL. Molecular cloning. A laboratory manual. Appen-

dix E.3

17. HIRSCH H, BOSSART W. Two-center study comparing DNA prep-

aration and PCR amplification protocols for herpes simplex virus

detection in cerebrospinal fluids of patients with suspected her-

pes simplex encephalitis. J Med Virol 1999, 57:31–35

18. KOIDE M, SAITO A. Diagnosis of Legionella pneumophila infection

by polymerase chain reaction. Clin Infect Dis 1995, 21:199–201

19. KALTENBOECK B, KOUSOULAS K, STORZ J. Two-step polymerase

chain reactions and restriction endonuclease analyses detect and

differentiate ompA DNA of Chlamydia spp. J Clin Microbiol

1992, 30:1098–1104

20. SKLADNY H, BUCHHEIDT D, BAUST C, KRIEG-SCHNEIDER F, SEIFARTH

W, LEIB-MOSCH C ET AL. Specific detection of Aspergillus species

in blood and bronchoalveolar lavage samples of immunocom-

promised patients by two step PCR. J Clin Microbiol 1999,

37:3865–3871

21. WEIG M, KLINKER H, BOGNER BH, MEIER A, GROSS U. Usefulness of

PCR for diagnosis of Pneumocystis carinii pneumonia in differ-

ent patient groups. J Clin Microbiol 1997, 35:1445–1449

22. MARCHETTI G, GORI A, CATOZZI L, VAGO L, NEBULONI M, ROSSI

MC ET AL. Evaluation of PCR detection of Mycobacterium tu-

berculosis from formalin-fixed, paraffin-embedded tissues: Com-

parison of four amplification assays. J Clin Microbiol 1998,

36:1512–1517

23. SHIBATA M, MORISHIMA T, TERASHIMA M, KIMURA H, KUZUSHIMA

K, HANADA N ET AL. Human cytomegalovirus infection during

childhood: detection of viral DNA in peripheral blood by means

of polymerase chain reaction. Med Microbiol Immunol (Berl)

1990, 179:245–253

Corresponding author:

G. Nasioulas, Molecular Biology Research Centre “Hygeia“ “An-

tonis Papayiannis”, 4 Erythrou Stavrou & Kifissias Ave., GR-151

23 Marousi, Athens, Greece


