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Êñéôçñßùí êñßóç ————————————————————————————————————————————————— 179

ÃÑAÌÌÁ ÓYÍÔÁÎÇÓ

Êñéôçñßùí êñßóç

Áìöéâïëßåò ãéá ôçí áðïôåëåóìáôéêüôçôá ôçò èåñáðåßáò óå áóèåíåßò ìå ìåôáóôáôéêü êáñêßíï
üðïõ ôï äõíáìéêü åîÝëéîçò ôçò íüóïõ âñßóêåôáé óå äéåëêõóôßíäá ëåðôÞò éóïññïðßáò ìå èåñáðåõ-
ôéêÝò ðáñåìâÜóåéò éó÷íïý èåñáðåõôéêïý äåßêôç ôáëáíßæïõí óå êáèçìåñéíÞ âÜóç ôçí óêÝøç ôïõ
êëéíéêïý ïãêïëüãïõ. Ïé ßäéåò ðÜëé áìöéâïëßåò, åíéó÷ýïõí ôçí ðñïóðÜèåéá ôçò Ýñåõíáò ãéá ðñïóå-
êôéêÞ áîéïëüãçóç íåþôåñùí èåñáðåéþí þóôå íá ìç ÷áèåß ôï ðïëýôéìï êáé íá ìÞí õðåñåêôéìçèåß
ôï áíåðáñêÝò.

Ç èåñáðåõôéêÞ áðïôåëåóìáôéêüôçôá êõôôáñïôïîéêþí öáñìÜêùí óôïõò óõìðáãåßò üãêïõò åßèé-
óôáé íá åêôéìÜôáé ìå ôõðïðoéçìÝíá êñéôÞñéá áíôáðüêñéóçò ðïõ ÷ñçóéìïðïéïýíôáé êõñßùò óå êëéíé-
êÝò äïêéìÝò íÝùí èåñáðåéþí. Ôá êñéôÞñéá áîéïëüãçóçò ôçò äñáóôéêüôçôáò áíôéêáñêéíéêþí èåñá-
ðåéþí  åîåëß÷èçêáí ôçí ôåëåõôáßá ðåíôçêïíôáåôßá óå óõíÜñôçóç ìå ôçí åîÝëéîç ôùí áðåéêïíéóôé-
êþí ìåèüäùí áëëÜ êáé ôçò ãíþóçò ôïõ êáñêßíïõ óå êëéíéêü êáé ìïñéáêü åðßðåäï. Ôçí áñ÷éêÞ
õðïêåéìåíéêüôçôá ôùí åêôéìÞóåùí äéáäÝ÷èçêáí ôçí äåêáåôßá ôïõ '70 ôá ôõðïéçìÝíá êñéôÞñéá
äéóäéÜóôáôçò áîéïëüãçóçò åíþ ôåëåõôáßá ðñïôåßíåôáé ç ìïíïäéÜóôáôç áîéïëïãÞóç. ÂáóéêÝò áñ÷Ýò
óå êáèå ðåñßðôùóç áðïôåëïýí ç ðåñéïäéêÞ êáôÜ ôçí äéÜñêåéá áëëÜ êáé ìåôÜ ôçí ïëïêëÞñùóç ôçò
èåñáðåßáò áîéïëüãçóç ôïõ ìåãÝèïõò üãêùí êáé ç åðéâåâáßùóç ôùí åêôéìÞóåùí áðü áíåîÜñôçôç
ïìÜäá åéäéêþí. ¢ëëåò ðáñÜìåôñïé ðïõ ÷ñçóéìïðïéïýíôáé ãéá ôçí ôåêìçñßùóç ôçò èåñáðåõôéêÞò
áðïôåëåóìáôéêüôçôáò åßíáé ç äéÜñêåéá äéáôÞñçóçò ôçò áíôáðüêñéóçò êáé ï ÷ñüíïò ðáñáìïíÞò ôçò
íüóïõ óå öÜóç ýöåóçò Þ óôáóéìüôçôáò.

Ìå ôçí åßóïäï óôç èåñáðåõôéêÞ ôçò ïãêïëïãßáò íÝùí âéïëïãéêþí öáñìÜêùí ìïñéáêÞò óôü÷åõ-
óçò äéáöÜíçêå ç áíÜãêç ìéáò åíäå÷üìåíá íÝáò ðñïóÝããéóçò óôçí åêôßìçóç ôçò áðïôåëåóìáôéêü-
ôçôáò ôçò áíôéêáñêéíéêÞò èåñáðåßáò.  Ôñåßò ìåëÝôåò ðïõ äçìïóéåýïíôáé óå áõôü ôï ôåý÷ïò êáé ðïõ
ðñïÝñ÷ïíôáé êáé ïé ôñåßò áðü äéáöïñåôéêÜ ïãêïëïãéêÜ êÝíôñá ôçò ÊñÞôçò ìåôáöÝñïõí ôïí ßäéï
ëåðôü ðñïâëçìáôéóìü. ÁðÝíáíôé óôçí åìâáäïíïìåôñéêÞ Þ äéáóôáóéïìåôñéêÞ ðñïóÝããéóç ðñïôåßíå-
ôáé ç áîéïëüãçóç ôçò ðáñå÷üìåíçò ðïéüôçôáò æùÞò, ôçò äéÜñêåéáò êáôáóôïëÞò åîÝëéîçò ôçò
íüóïõ êáé ïðùóäÞðïôå ôçò åðéâßùóçò.  Ôï Üìåóá åêôéìÞóéìï âéïëïãéêü öáéíüìåíï ñßêíùóçò ôùí
üãêùí áîßæåé íá æõãßæåôáé ùò ðñïò ôï ïõóéáóôéêü ãéá ôïí Üññùóôï êëéíéêü üöåëïò.

ÅõÜããåëïò Ìðñéáóïýëçò
ÄéåõèõíôÞò Óýíôáîçò
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Surgery for Colorectal Liver Metastases: a Medical

Oncologist’s Perspective

D. Papamichael

ÐÅÑIËÇØÇ
Ç ÷åéñïõñãéêÞ åêôïìÞ áðïôåëåß ôçí ðéï áðïôåëåóìáôéêÞ èåñáðåßá ôùí çðáôéêþí ìåôáóôÜ-
óåùí áðü êïëï-ïñèéêü êáñêßíï. Ùóôüóï ìüíï Ýíá ìéêñü ðïóïóôü áóèåíþí ìå ìåôáóôáôéêÞ
íüóï ìðïñïýí íá õðïâëçèïýí óå ôÝôïéá åðÝìâáóç. Êáéíïýñãéåò ôå÷íéêÝò Ý÷ïõí êáôáóôÞóåé
ôÝôïéåò åðåìâÜóåéò ðéï áóöáëåßò, ìå áðïôÝëåóìá íá õðÜñxåé ôá ôåëåõôáßá ÷ñüíéá ìéá ìåãÜëç
áýîçóç óôïí áñéèìü ôïõò. Åí ôïýôïéò, ç ðëåéïíüôçôá ôùí áóèåíþí óõíå÷ßæåé íá õðïôñïðéÜæåé.
Êáéíïýñãéïé óõíäõáóìïß ÷çìåéïèåñáðåõôéêþí ó÷çìÜôùí ôá ïðïßá ÷ñçóéìïðïéïýíôáé óáí åðé-
êïõñéêÞ Þ íåï-åðéêïõñéêÞ èåñáðåßá õðüó÷ïíôáé ðïëëÜ. Ç ÷ñÞóç ôïõò ìðïñåß íá áðïäåé÷èåß
áêüìá ðéï óçìáíôéêÞ óå áóèåíåßò ïé ïðïßïé áñ÷éêÜ Ý÷ïõí áíåã÷åßñçôç íüóï. ÂÞìá ÊëéíéêÞò
Ïãêïëïãßáò 2002, 1 (4):180-185.
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Background

Colorectal cancer (CRC) is the fourth most
common malignancy globally and the second lead-
ing cause of cancer death in Western countries,
with approximately 300,000 new cases per an-
num diagnosed in the U.S. and Europe. The three
major types of therapy in CRC are surgery, che-
motherapy and radiation therapy, each one of them
applied differently, depending on the site and stage
of the disease and whether the aim of treatment
is curative or palliative. About half of all patients
either have advanced disease at presentation or
go on to develop metastases subsequently1-2. The
liver is the most common site of metastasis from

colorectal cancer and one third of patients who
present with metastatic disease apparently have
involvement of no other site other than the liver3.

The outlook for patients with liver metastases
in the absence of treatment is very poor. The
median survival for this group is about 6-9 months,
although this may vary with the extent of disease
at presentation4,5. Only a tiny proportion of pa-
tients are likely to be alive at 5 years. Although
some patients will die with the disease confined
to the liver, many will develop disseminated extra-
hepatic disease. Whilst some of these undoubted-
ly have occult dissemination at the time they
present with liver metastases, there is good evi-
dence that these metastases can be either blood
borne or spread through the lymphatics6. The lungs
are the most common sites to be affected by this
blood borne spread and the lymphatic spread af-
fects intra-abdominal lymph nodes, initially around
the hepatic artery. The peritoneal cavity may be
affected by both lymphatic and local spread from
the liver.
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On the other hand, as most patients with ad-
vanced colorectal cancer have liver metastases
and as a significant proportion die with liver as
the only site of disease, it is clear that the outlook
for these patients can only be improved if the
disease in the liver can be adequately treated.
There has, therefore, been growing interest in how
liver metastases may be ablated. Common tech-
niques for the ablation of liver metastases are
surgical resection, cryotherapy, and, increasingly
in recent years, radio-frequency ablation. Howev-
er, the volume of prospective data available with
respect to surgical resection7-13 is greatly in ex-
cess of that available for the other modalities.

Liver resection

The liver is a parenchymal organ richly en-
dowed with a blood supply. For this reason it was
in the past regarded as a surgical “no go” area
and resection was performed relatively infrequently
up to the 1960s. In fact, the first right lobectomy
was performed in 1952 by Lortat-Jacob for this
indication. It was often an operation involving sig-
nificant blood loss and therefore attended by not
inconsiderable morbidity and quite often mortality.
As it is easily possible to occlude the blood inflow
to the liver by clamping the portal vein and hepat-
ic artery, it is clear that much of the bleeding
associated with the operation came from the he-
patic veins which were less easy to control. A
number of factors have brought about the im-
provement in the quality of liver surgery in recent
years. Firstly, it is now more widely understood
that the liver has a segmental structure with 8
segments which have their own identifiable portal
venous and hepatic arterial supply, bile duct and
hepatic vein14. (Fig 1) All of these segments can
be removed individually, although in some cases,
such as segment VIII this can be a little difficult.
The technology has also improved greatly. Virtu-
ally all liver surgeons use ultrasound parenchymal
dissection and argon diathermy routinely. The ul-
trasound dissector allows the liver parenchyma to
be aspirated leaving the fibrous structure, includ-
ing the blood vessels, intact. The argon diathermy
allows the argon gas plasma to be sprayed on
these structures coagulating them and this device
will seal holes on the side of veins. Lastly, and
possibly most important, as the bleeding during
the parenchymal dissection comes from the he-
patic veins anaesthetic techniques have been
developed to lower the patients central venous

Fig 1. Schematic diagram to show the segmental
arrangement of the liver. Segments 2 to 4 contribute to
the left hemi-liver and segments 5 to 8 make up the
right hemi-liver. Segment 1 (caudate lobe) is considered
independently. (Photo based on Couinaud’s original
description and taken from ‘Surgery of the Liver and
Biliary tract’ by L. Blumgart).

pressure with dramatic effect on the bleeding. In
previous years anaesthetists tended to fill patients
pre-emptively with blood and other fluids in the
anticipation of massive losses. This raised the
central venous pressure and established a vicious
circle of bleeding and transfusion, which nowa-
days is seldom seen. Presently, for a routine ma-
jor liver resection, blood losses in the region of a
few 100ml should be the norm with no necessity
for blood transfusion15. These technical advances
have had a marked effect on morbidity and mor-
tality. Peri-operative mortality is now very rare, in
the region of 2%.7-13,16-18 This is approximately
half of the mortality rate associated with the actu-
al colonic resection which is in the region of about
5% overall2. Mortality, when it occurs, is usually
as a result of co-morbidity, with liver insufficiency
as being the second most common cause of death.
Post-operative morbidity is still present with bil-
iary complications being most common7-13,16-18.
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Outcome of surgical treatment

So if liver resection can be safely carried out,
how does this help? The benefit of surgical resec-
tion of liver metastases has not been demonstrat-
ed by any randomised trial. Indeed such a trial
would be impossible to conduct nowadays on eth-
ical grounds alone. A large number of substantial
prospective7-13 and retrospective16-18 case series
consistently show 5-year survivals following liver
resection to be in the region of 25-50% depend-
ing on selection criteria. Recurrence after 5 years
is very unusual so the vast majority of patients
who survive 5 years are likely to be cured of the
disease. On the other hand, there are very few
survivors at 5 years in un-resected patients pro-
viding historical ‘controls’. It is sometimes sug-
gested that patients with liver metastases that
are suitable for operation are a self-selected good
prognostic group, in that they have well circum-
scribed and less aggressive disease. This may be
partly true. Patients identified in historic series
who fulfilled the criteria for liver resection but on
whom the surgery was not performed, faired bet-
ter than the average patient with metastatic dis-
ease in terms of the median survival12.

Selection of patients for operation

Which patients benefit from resection can, to
some extent, be determined from the published
series7-13,16-18. However, the indications for resec-
tion are changing to include patients previously
thought unlikely candidates. Additionally, neoadju-
vant chemotherapy may be impacting upon this
by extending the scope of surgery and this will be
discussed further below. To benefit from liver re-
section patients should, in general, have circum-
scribed hepatic disease. Traditionally this has been
interpreted as being 4 metastases or less but
there is little evidence that the number of me-
tastases is of great importance as long as they
can all be removed. In order for patients to sur-
vive, at least 2 segments of liver, preferably in
continuity, should be preserved. Studies show that
incomplete resection has little, if any, impact on
survival 12. At present, the consensus is that pa-
tients with extra hepatic disease should not be
treated surgically unless it can be radically re-
sected, for instance a lung metastasis19. The po-
sition of metastatic disease may also be impor-
tant. Involvement of all three hepatic veins or the
portal vascular structures bilaterally is at present

a contraindication to surgery although techniques
are being developed which may overcome these
difficulties. It is important that wherever possible
a margin of at least 1cm is obtained as the prog-
nosis is likely to be worse in the case of smaller
margins7-13, 16-18. Bilateral involvement of the liver
with metastases has no adverse impact on out-
come, provided all of the disease can be resect-
ed.

Prognostic factors

Various prognostic features have been identi-
fied other than those stated above. Some workers
believe that patients with synchronous metastas-
es fair worse than those with metachronous pre-
sentation20, although not all studies support this9.
The CEA level appears to have prognostic signif-
icance as does the presence of more than 3
metastases20. Patients with lymph node involve-
ment or serosal extension of the primary tumour
have a worse outlook20.

There is very little prospective data to deter-
mine what percentage of patients with metastatic
colorectal cancer will benefit from liver resection.
What is clear however, is that it is the ability to
perform surgery with complete resection margins
that matters. If this can be achieved, 5 year sur-
vival is in the range quoted above.

Clearly the optimal management of all patients
identified as having colorectal liver metastases on
imaging is for them to be discussed by a multidis-
ciplinary team, which includes clinical/medical
oncologists as well as a specialist liver surgeon.

Chemotherapy

For quite some time, chemotherapy for ad-
vanced/metastatic colorectal cancer was consid-
ered of little or no benefit to the patient, and was
quite often given so as to ‘do something’ with
regards to treatment. However, over the last de-
cade or so, things have changed dramatically. Clin-
ical trials have shown that chemotherapy is better
than best supportive care alone in terms of sur-
vival and quality of life, particularly if given before
patients become symptomatic21-24. Chemotherapy
used alone to treat metastatic colorectal cancer
patients does not result in cure; however, median
survival for this group of patients has increased
from less than a year in untreated patients, to 18
months and beyond in the most recently reported
randomised trials incorporating newer agents25-28.
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5-fluorouracil, usually modulated by folinic acid
has been the mainstay of treatment for advanced
colorectal cancer and with such regimens the
median survival is in the region of 12 months4.
Biochemical modulation and new administration
schedules have occasionally led to improved re-
sponse rates and a more favourable side-effect
profile, but have not really had a significant im-
pact on survival29,30. Several new drugs have now
become available and are in various stages of
development. In 2000, two large, prospective ran-
domised clinical trials demonstrated that the addi-
tion of irinotecan to a regimen of either bolus or
infusional 5-FU with leucovorin increased the sur-
vival of patients with advanced colorectal cancer
27-28. Almost simultaneously, results of two other
randomised clinical trials investigating the role of
adding oxaliplatin to a standard or chronomodu-
lated 5-FU regimen versus the same regimen alone
in the same setting became available 25,26. Al-
though treatment with the oxaliplatin based regi-
mens resulted in higher response rates and long-
er time to treatment failure, overall survival was
not significantly different. The issue of using sur-
vival as an endpoint in such trials is complex and
as yet unresolved, since it is often confounded by
subsequent treatment changes following disease
progression.

Improving the outcome of surgical treatment

Although as many as 20% of patients with
colorectal liver metastases may potentially bene-
fit from surgical treatment, clearly there are a
large number of patients who are beyond the scope
of such an approach. Further, the majority of pa-
tients, despite achieving an Ro resection (about
two thirds) will still relapse. Are there any means
by which the outcome in these patients may be
improved? Probably the most promising way to
improve outcome and to cure more patients is to
combine surgery with chemotherapy.

One approach is to administer chemotherapy
adjuvantly, ie after the resection. Hepatic artery
infusion (HAI) either alone or in combination with
systemic chemotherapy has been tried with vary-
ing success so far10,31,32. Lorenz and colleagues
used HAI with 5-fluorouracil and folinic acid but
no systemic therapy; there was no benefit over
surgery alone, although patients receiving chemo-
therapy experienced significant toxicity31. The other
two studies10,32 compared HAI plus systemic 5-
fluorouracil and leucovorin to the same systemic

regimen alone; there was a decrease in the he-
patic recurrence rate in favour of the combination
for both studies and there was improvement in
survival for the combined arm in one10. A number
of difficulties with the above trials, including the
timing of randomisation, intention-to-treat analysis
etc., have made the interpretation of the results
somewhat difficult. It seems likely however, that
HAI plus systemic therapy may well reduce the
risk of recurrence after surgery, although this may
be counterbalanced by a significant increase of
side-effects. Also newer drug combinations as
described below with higher response rates may
make the need for HAI and its accompanying prob-
lems obsolete.

Investigators have also evaluated the place of
neo-adjuvant chemotherapy in patients felt to be
conventionally inoperable. In general they have
used a combination of 5FU-folinic acid and oxali-
platin, sometimes chronomodulated33. Such a reg-
imen is attractive since it has consistently achieved
response rates of around 50%, with a median
time to response of about 8 weeks25,26. The re-
sults suggest that a significant percentage of pa-
tients with so called inoperable disease become
operable and the outlook after surgical treatment
in these patients compares well with conventional
surgical series. It is interesting and somewhat
perplexing that the National Institute of Clinical
Excellence (NICE) in the United Kingdom has ap-
proved the use of oxaliplatin in combination with
5-fluorouracil as first line treatment ‘in patients
with metastases that are confined solely to the
liver and may become resectable (down-staged)
following treatment’. At the same time, NICE did
not approve either irinotecan or oxaliplatin for first
line use in advanced colorectal cancer ‘on the
balance of clinical and cost-effectiveness’. The
problem in evaluating such patients is the defini-
tion of inoperable. It is clear that many, but not all,
of the patients described in these series would be
considered conventionally operable by some but
not other liver surgeons. It seems a logical and
promising approach however, that may extend the
role of resectional surgery.

Currently an EORTC study is examining the
role of pre and postoperative chemotherapy with
5FU/leucovorin/oxaliplatin in patients who have
operable colorectal liver metastases. This is a good
place to start in the assessment of combined
treatment protocols as it will allow us to deter-
mine whether chemotherapy may extend the sur-
vival of such patients. A positive result will allow
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more patients to benefit from surgery performed
for conventional indications. It will also allow the
development of study protocols for the treatment
of patients with conventionally inoperable disease.
The author understands that studies with a similar
design evaluating irinotecan-based regimens as
adjuvant treatment after resection of liver me-
tastases are also in preparation.

Conclusion

Liver resection is an established, safe and ef-
fective treatment with the ability to cure a sub-

group of patients with colorectal liver metastases.
If the outcome of patients with advanced colorec-
tal cancer is to be improved, it is essential that all
patients with colorectal liver metastases, and not
just the fortunate, are reviewed by a multi-disci-
plinary team that includes a specialist liver sur-
geon. Surgical resection without administration of
chemotherapy should be the norm outside clinical
trials. In the meantime, prospective evaluation of
new regimens and new treatment modalities fea-
sible in most settings is urgently required; this
requires keen participation from surgeons and
medical oncologists possibly on an international
basis.

ABSTRACT

D. PAPAMICHAEL: Surgery for Colorectal Liver Metastases: a Medical Oncologist’s
Perspective

Surgical resection is the most effective treatment for colorectal liver metastases, although only
a minority of patients are candidates for a potentially curative surgery. New surgical techniques
have made this approach safer and therefore a more popular consideration. Still, the majority
of patients undergoing resection will eventually relapse. Newer chemotherapeutic regimens
used in the adjuvant and neo-adjuvant setting, appear very promising, but need to be confirmed
through large prospective trials. In addition, they may potentially result in more cures by
enabling more patients to get to the point of resection. Key words: liver surgery, adjuvant, neo-
adjuvant, chemotherapy. Forum of Clinical Oncology 1 (4):180-185. 2002.
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Áíôéìåôþðéóç ôïõ ìåëáíþìáôïò óôáäßïõ IV

Ä. Ìðáöáëïýêïò1, Ð. Ãêïýâåñçò2

ÐÅÑIËÇØÇ
H ðñüãíùóç ãéá áóèåíåßò ìå ìåôáóôáôéêü ìåëÜíùìá (íüóïò óôáäßïõ ÉV) ðáñáìÝíåé ðïëý
ðôù÷Þ. Áóèåíåßò ìå ìåëÜíùìá óôáäßïõ ÉV Ý÷ïõí ìÝóç åðéâßùóç 6 ùò 9 ìÞíåò, ìå ðïóïóôÜ
ðåíôáåôïýò åðéâßùóçò, ìüíï 1% ùò 2%. Õðïëïãßæåôáé üôé 7.800 Aìåñéêáíïß èá ðåèÜíïõí áðü
ìåëÜíùìá ôï 2001. Ðïëëïß áðü ôïõò áóèåíåßò áõôïýò åßíáé íÝïé (ìÝóç çëéêßá, ðåñßðïõ 50 Ýôç)
êáé êáôÜ ôá Üëëá õãéåßò. Ùò åê ôïýôïõ, ç áðþëåéÜ ôïõò óõíéóôÜ êïéíùíéêÞ åðéâÜñõíóç ðïõ
õðåñâáßíåé áõôüí êáèåáõôüí ôïí áñéèìü èáíÜôùí. ÐñÜãìáôé, áí êáé ôï ìåëÜíùìá åßíáé ï
Ýíáôïò ðéï óõ÷íüò êáñêßíïò Ýñ÷åôáé äåýôåñïò ìåôáîý ôùí óõìðáãþí üãêùí áðü ôçí Üðïøç
áðþëåéáò ðáñáãùãéêþí ÷ñüíùí æùÞò. ÓõíÞèåéò èåñáðåõôéêÝò ðñïóåããßóåéò ðåñéëáìâÜíïõí
÷çìåéïèåñáðåßá, áíïóïèåñáðåßá (éíôåñöåñüíç, éíôåñëåõêßíç êáé åìâüëéá), êáé óõíäõáóìïýò
÷çìåéïèåñáðåßáò êáé áíïóïèåñáðåßáò, ðïõ êáëïýíôáé âéï÷çìåéïèåñáðåßá. Ôï Üñèñï áõôü èá
óõíïøßóåé ôéò ôñÝ÷ïõóåò ðñïóåããßóåéò óôç èåñáðåßá ôïõ ìåôáóôáôéêïý ìåëáíþìáôïò, áíáöå-
ñüìåíï óôç äñáóôéêüôçôá êáé ôïõò ðåñéïñéóìïýò êÜèå èåñáðåßáò êáé èá ðåñéãñÜøåé ìåñéêÜ
áðü ôá ðïëëÜ õðïó÷üìåíá ðåäßá ôçò Ýñåõíáò ðïõ âñßóêåôáé óå åîÝëéîç óÞìåñá.  ÂÞìá
ÊëéíéêÞò Ïãêïëïãßáò 2002, 1 (4):186-194.

×çìåéïèåñáðåßá

Ïé êõôôáñïôïîéêïß ðáñÜãïíôåò ìå äñáóôéêü-
ôçôá óå áóèåíåßò ìå ìåôáóôáôéêü ìåëÜíùìá êá-
ôáãñÜöïíôáé óôïí ðßíáêá 1. Ç íôáêáñìðáæßíç
(DTIC) åßíáé ï ðéï äñáóôéêüò ðáñÜãïíôáò óáí
ìïíïèåñáðåßá. Ìïëïíüôé áíôáðïêñßóåéò ðáñáôç-
ñïýíôáé ôõðéêÜ óå ðåñßðïõ 20% ôùí áóèåíþí, ç
ìÝóç äéÜñêåéá áíôáðüêñéóçò åßíáé ìüíï 4 ìÞíåò
êáé ëéãüôåñïé áðü ôï 2% ôùí áóèåíþí èá åðéâéþ-
óïõí 5 Ýôç1. Áí êáé ôï DTIC áíôéðñïóùðåýåé ôï
ìïíáäéêü êõôôáñïôïîéêü ðáñÜãïíôá ìå Ýãêñéóç
áðü ôï FDA ãéá ôç èåñáðåßá áóèåíþí ìå ìåôá-
óôáôéêü ìåëÜíùìá, äåí õðÜñ÷ïõí óôïé÷åßá áðü
ìåëÝôåò öÜóçò ÉÉÉ ðïõ íá êáôáäåéêíýïõí Ýíá ðëåï-
íÝêôçìá óôçí åðéâßùóç ãéá ôï DTIC óå ó÷Ýóç ìå
ðëçèõóìü åëÝã÷ïõ ðïõ äåí Ýëáâå êáìßá èåñá-
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ðåßá. Åßíáé öÜñìáêï ãåíéêÜ êáëÜ áíåêôü. Ïé ìåßæï-
íåò ðáñåíÝñãåéåò ðåñéïñßæïíôáé óå íáõôßá êáé Ýìåôï.
Ç ìõåëïêáôáóôïëÞ åßíáé óõíÞèùò ìåôñßïõ âáèìïý
åíþ ç áëùðåêßá êáé ç åîÜíôëçóç åßíáé åëá÷ßóôïõ

Ðßíáêáò 1. Äñáóôéêïß êõôôáñïôïîéêïß ÷çìåéïèåñáðåõ-
ôéêïß ðáñÜãïíôåò
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âáèìïý, åðéôñÝðïíôáò óôïõò ðåñéóóüôåñïõò áóèå-
íåßò íá äéáôçñïýíôáé óå öõóéïëïãéêÞ êáôÜóôáóç
ôçí ðåñßïäï ôçò èåñáðåßáò. Ôõðéêïß ôñüðïé ÷ïñÞ-
ãçóçò ôïõ DTIC åßíáé 200 mg/m² êáèçìåñéíÜ ãéá
5 çìÝñåò Þ 1000 mg/m² åíäïöëåâßùò óå 1 þñá
êÜèå 3 Ýùò 4 åâäïìÜäåò. Ôá ðïóïóôÜ áíôáðüêñé-
óçò êáé ç äéÜñêåéá áíôáðüêñéóçò äå öáßíïíôáé íá
åðçñåÜæïíôáé áðü ôï ó÷Þìá ÷ïñÞãçóçò. Ç ýðáñîç
äñáóôéêüôåñùí áíôéåìåôéêþí öáñìÜêùí Ý÷åé åðé-
ôñÝøåé ôç ÷ñçóéìïðïßçóç ôïõ ìïíïÞìåñïõ ó÷Þìá-
ôïò, óå åîùôåñéêïýò áóèåíåßò.

H ôåìïæïëáìßäç åßíáé áíÜëïãï ôïõ DTIC ðïõ óå
öõóéïëïãéêü PÇ äéáóðÜôáé óå ôñéáæåìïúìéäáë-êáñ-
âïîéìßäéï, ôï äñáóôéêü ìåôáâïëßôç ôïõ DTIC, ìÝóù
ìéáò äéáäéêáóßáò ðïõ, óå áíôßèåóç ìå ôï DTIC, äåí
áðáéôåß ìåôáâïëéêÞ åíåñãïðïßçóç2. Ç ôåìïæïëáìßäç
Ý÷åé ôï ðëåïíÝêôçìá ôçò áðïññüöçóçò óå per os
÷ïñÞãçóç êáé ôïõ óçìáíôéêïý âáèìïý äéÝëåõóÞò
ôçò óôï ÊÍÓ. Ç ôåëåõôáßá áõôÞ éäéüôçôá óõíåôÝëå-
óå óôçí ðñüóöáôç ÝãêñéóÞ ôçò áðü ôï FDA ãéá ôç
èåñáðåßá ôïõ áíáðëáóôéêïý áóôñïêõôþìáôïò.

Óôï ìåëÜíùìá ç ôåìïæïëáìßäç óå äüóç 200
mg/m² êáèçìåñéíÜ ãéá 5 çìÝñåò, êÜèå 4 åâäïìÜ-
äåò öÜíçêå óå áäñÝò ãñáììÝò íá Ý÷åé éóïäýíáìç
äñáóôéêüôçôá ìå ôï DTIC, óå ìåëÝôç öÜóçò ÉÉÉ3.
Ùóôüóï ëéãüôåñïé áðü 15% ôùí áóèåíþí áíôá-
ðïêñßèçêáí ôüóï óôç ìéá üóï êáé óôçí Üëëç èå-
ñáðåßá. Íá óçìåéùèåß üôé óå ìéá õðïïìÜäá áóèå-
íþí, ðáñåôçñÞèçóáí ëéãüôåñåò õðïôñïðÝò óôï
ÊÍÓ óôïõò áóèåíåßò ðïõ Ýëáâáí ôåìïæïëáìßäç4.

Ïé ìåëÝôåò ìå ôåìïæïëáìßäç óõíå÷ßæïíôáé, ìå
íÝá äïóïëïãéêÜ ó÷Þìáôá êáé óõíäõáóìïýò. Óôïé-
÷åßá ðñïåñ÷üìåíá áðü ôï Memorial Sloan-Ketter-
ing Cancer Center ðñïôåßíïõí üôé ç ôåìïæïëáìß-
äç êáé ç èáëéäïìßäç ìðïñåß íá Ý÷ïõí óõíÝñãåéá
êáé íá åßíáé éäéáßôåñá áðïôåëåóìáôéêÝò óå áóèå-
íåßò ìå ìåôáóôÜóåéò óôï ÊÍÓ5. ÌåëÝôåò ðïõ óõí-
äõÜæïõí ôåìïæïëáìßäç (÷ïñçãïýìåíç óå äüóç
75mg/m² êáèçìåñéíÜ ãéá 6 åâäïìÜäåò) ìå êëéìá-
êùôÜ áõîïýìåíåò êáèçìåñéíÝò äüóåéò èáëéäïìß-
äçò, ìå Þ ÷ùñßò áêôéíïèåñáðåßá åãêåöÜëïõ âñß-
óêïíôáé óå åîÝëéîç, óå áóèåíåßò ìå íüóï óôáäßïõ
ÉV, éäéáßôåñá óå áõôïýò ìå åãêåöáëéêÝò ìåôáóôÜ-
óåéò. Ç ÅëëçíéêÞ Óõíåñãáæüìåíç ÏãêïëïãéêÞ
ÏìÜäá Ý÷åé ÷ñçóéìïðïéÞóåé ôçí ôåìïæïëïìßäç óå
óõíäõáóìü ìå ôçí íôïóåôáîÝëç. Óýìöùíá ìå ôçí
ìåëÝôç áõôÞ ï óõíäõáóìüò Þôáí äñáóôéêüò êáé
áðïôåëåóìáôéêüò óå áóèåíåßò ìå åãêåöáëéêÝò
ìåôáóôÜóåéò ðïõ äåí åß÷áí ëÜâåé áêôéíïèåñáðåßá6.

Ìéá ðïéêéëßá ÷çìåéïèåñáðåõôéêþí óõíäõáóìþí
Ý÷ïõí äþóåé áíôáðïêñßóåéò ôçò ôÜîçò ôïõ 30%
Ýùò êáé 50% óå ìåëÝôåò öÜóçò ÉÉ ðïõ áöïñïýí
áóèåíåßò ìå ìåôáóôáôéêü ìåëÜíùìá7. Äýï áðü ôá

ðëÝïí äñáóôéêÜ ó÷Þìáôá ðåñéåëÜìâáíáí ôçí ðñï-
óèÞêç Þ ðëáôßíáò êáé âéíìðëáóôßíçò óôï DTIC
(CVD) Þ ôçí ðñïóèÞêç êáñìïõóôßíçò, ðëáôßíáò
êáé ôáìïîéöáßíçò óôï DTIC (ðñùôüêïëëï Dart-
mouth)8,9. ÐáñÜ ôçí õøçëüôåñç äñáóôéêüôçôá áõ-
ôþí ôùí èåñáðåéþí, ðñüóöáôåò ìåëÝôåò öÜóçò
ÉÉÉ Ý÷ïõí áðïôý÷åé íá åðéâåâáéþóïõí ôçí õðåñï-
÷Þ ôïõò óå ó÷Ýóç ìå ôï DTIC ùò ìïíïèåñáðåßá.
Moëïíüôé ìéá áñ÷éêÞ áíáöïñÜ ìåëÝôçò öÜóçò ÉÉÉ
ðïõ óõíÝêñéíå ôï CVD ìå ôï DTIC Ýäåéîå üôé ï
óõíäõáóìüò ôùí ôñéþí öáñìÜêùí Ýäùóå ìéá áý-
îçóç óôï ðïóïóôü áíôáðüêñéóçò êáé óôç äéÜñ-
êåéá áíôáðüêñéóçò, ç áíÜëõóç ðïõ áêïëïýèçóå,
ðïõ ðåñéåëÜìâáíå 150 áóèåíåßò, Ýäåéîå áíôáðü-
êñéóç 19% ãéá ôï CVD Ýíáíôé 14% ãéá ôï DTIC
êáé êáìßá äéáöïñÜ ôüóï óôç äéÜñêåéá áíôáðüêñé-
óçò üóï êáé óôçí åðéâßùóç10. Eðßóçò, äýï ìåëÝ-
ôåò öÜóçò ÉÉÉ ðïõ áöïñïýóáí 240 êáé 100 áóèå-
íåßò, Ýäåéîáí ìç óçìáíôéêÞ äéáöïñÜ ãéá ôï ó÷Þìá
Dartmouth, óå ó÷Ýóç ìå ôï DTIC. Ç ìÝóç åðéâßù-
óç Þôáí ðåñßðïõ 8 ìÞíåò êáé ãéá ôéò äýï ìåëÝ-
ôåò, ÷ùñßò êáìéÜ äéáöïñÜ áíÜìåóá óôá äýï èåñá-
ðåõôéêÜ óêÝëç. Ç ôïîéêüôçôá, ùóôüóï, Þôáí óçìá-
íôéêÜ óõ÷íüôåñç ìå ôï ó÷Þìá Dartmouth11,12.

H ðñïóèÞêç ôáìïîéöáßíçò Þ éíôåñöåñüíçò alfa-
2b (IFNá) óôï DTIC Ý÷åé åðßóçò áíáöåñèåß üôé
âåëôéþíåé ôçí áíôáðüêñéóç êáé ôçí åðéâßùóç óå
ìéêñÝò ìåëÝôåò öÜóçò ÉÉÉ13,14. Äõóôõ÷þò, ìéá ìå-
ãÜëçò êëßìáêáò ìåëÝôç öÜóçò ÉÉÉ áðü ôï Eastern
Cooperative Oncology Group (ECOG) äåí åðéâå-
âáßùóå áõôÝò ôéò åíèáññõíôéêÝò áíáöïñÝò15. Ó’áõ-
ôÞ ôç ìåëÝôç (ECOG 3690), ôï óõíïëéêü ðïóï-
óôü áíôáðüêñéóçò Þôáí 18% (åýñïò, 12% Ýùò
21% ãéá ôá ôÝóóåñá óêÝëç èåñáðåßáò), ï ìÝóïò
÷ñüíïò ìÝ÷ñé ôçí õðïôñïðÞ (ÔÔP) Þôáí 2.6 ìÞ-
íåò êáé ç ìÝóç åðéâßùóç Þôáí 9.1 ìÞíåò. ÊáìéÜ
âåëôßùóç óôçí áíôáðüêñéóç, óôï TTP Þ óôçí åðé-
âßùóç äåí ðáñåôçñÞèç ìå ôçí ðñïóèÞêç IFNá,
ôáìïîéöáßíçò, Þ êáé ôùí äýï, óôï DTIC. ÂÜóåé
áõôþí ôùí ôñéþí áðïôåëåóìÜôùí êáé ôùí áèñïé-
æïìÝíùí óôïé÷åßùí áðü ðïëëÝò ðñïçãïýìåíåò ìå-
ëÝôåò, äåí õðÜñ÷ïõí ãéá ôçí þñá éó÷õñÜ äåäï-
ìÝíá õðÝñ ôçò ðñïóèÞêçò IFNá, ôáìïîéöáßíçò Þ
Üëëùí êõôôáñïôïîéêþí ðáñáãüíôùí óôï DTIC óå
áóèåíåßò ìå ìåôáóôáôéêü ìåëÜíùìá.

Óõíåðþò, óå áóèåíåßò ðïõ äåí ðëçñïýí êñé-
ôÞñéá Ýíôáîçò óå ðåéñáìáôéêÝò ìåëÝôåò, ç ìïíï-
èåñáðåßá ìå DTIC Þ ôåìïæïëïìßäç áíôéðñïóù-
ðåýåé ôçí ìéÜ áðïäåêôÞ åðéëïãÞ.

Áíïóïèåñáðåßá

¸íáò áñéèìüò áíïóïèåñáðåõôéêþí ðñïóåããß-
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óåùí Ý÷åé äåßîåé äñáóôéêüôçôá óå áóèåíåßò ìå
åêôåôáìÝíï ìåëÜíùìá, ìå ðëÝïí õðïó÷üìåíá ôá
áðïôåëÝóìáôá ðïõ ðñïÝêõøáí ìå IFNá êáé ÉL-2.
Áõôïß ïé äýï ðáñÜãïíôåò Ý÷ïõí äåßîåé éêáíÞ äñá-
óôéêüôçôá þóôå íá åíóùìáôùèïýí óôï öáñìá-
êåõôéêü ïðëïóôÜóéï Ýíáíôé ôçò íüóïõ.

ÌåëÝôåò öÜóçò ÉÉ ìå IFNá Ýäùóáí ìéá áèñïé-
óôéêÞ óõ÷íüôçôá áíôáðüêñéóçò ãýñù óôï 16%,
ìå ðåñßðïõ ôï Ýíá ôñßôï ôùí áíôáðïêñßóåùí íá
åßíáé ðëÞñåéò16. Ïé áíôáðïêñßóåéò ôïõ íüóïõ óå
ìåãÜëï âáèìü ðåñéïñßæïíôáí óå áóèåíåßò ìå ìé-
êñïý üãêïõ äåñìáôéêÞ íüóï Þ íüóï ìáëáêþí ìï-
ñßùí. Áí êáé áõôü ôï ìïíôÝëï áíôáðüêñéóçò ðå-
ñéïñßæåé ôç ÷ñçóéìüôçôá ôçò IFNá óôï ãåíéêü
ðëçèõóìü ìå ìåôáóôáôéêü ìåëÜíùìá, ðñïáíÞã-
ãåéëå ùóôüóï ôçí êáèéåñùìÝíç ðëÝïí áîßá ôçò
IFNá óôçí ðñüëçøç õðïôñïðÞò óå áóèåíåßò ìå
õøçëïý êéíäýíïõ íüóï óôáäßïõ ÉÉÉ17. Ç IFNá Ýëáâå
Ýãêñéóç ôï 1996 ùò óõìðëçñùìáôéêÞ èåñáðåßá
ãéá ôï ìåëÜíùìá óôáäßïõ ÉÉÉ êáé óÞìåñá äïêéìÜæå-
ôáé óôá ðñùéìüôåñá óôÜäéá ôçò íüóïõ.

H IL-2 öÜíçêå íá Ý÷åé ìéá ðéèáíÞ áíïóïññõè-
ìéóôéêÞ êáé áíôéíåïðëáóìáôéêÞ äñáóôéêüôçôá óå
Ýíáí áñéèìü ìïíôÝëùí óå ðïíôßêéá. ÌïíôÝëá óå
æþá õðïäÞëùíáí üôé ç áíôáðüêñéóç óôçí IL-2
åßíáé äïóïåîáñôþìåíç, ïäçãþíôáò ôåëéêÜ óôçí
áíÜðôõîç ó÷çìÜôùí ÷ïñÞãçóçò õøçëÞò äüóçò
IL-2 ãéá êëéíéêÝò Ýñåõíåò18.

ÕøçëÞ bolus äüóç IL-2 (600000 Þ 720000 U/
kg ÷ïñçãïýìåíåò åíäïöëåâßùò êÜèå 8 þñåò, ôéò
ìÝñåò 1 ùò 5 êáé ôéò ìÝñåò 15 ùò 19) Ýëáâáí
Ýãêñéóç áðü ôï FDA ôïí ÉáíïõÜñéï 1998, âÜóåé
ôçò éêáíüôçôáò ôïõò íá ðåôõ÷áßíïõí áíôáðïêñß-
óåéò äéáñêåßáò óå ìéá óçìáíôéêÞ áíáëïãßá áóèå-
íþí ìå ìåëÜíùìá óôáäßïõ ÉV19. Ìéá ðñüóöáôç
åðáíåêôßìçóç ôùí äåäïìÝíùí áðü 270 áóèåíåßò
ðïõ ðáñïõóéÜóèçêå óôï FDA, åðéâåâáéþíåé ôç
ìáêñÜ äéÜñêåéá áíôáðüêñéóçò ó’áõôüí ôïí ðëç-
èõóìü áóèåíþí20. Ìïëïíüôé ìüíï óå 16% ôùí
áóèåíþí åðåôåý÷èç áíôáðüêñéóç (óå 6% ðëÞñçò
áíôáðüêñéóç - CR), ç ìÝóç äéÜñêåéá áíôáðüêñé-
óçò ãéá ôïõò ðëÞñùò áíôáðïêñéíüìåíïõò õðåñÝ-
âáéíå ôïõò 59 ìÞíåò, ìå êáìßá ðñüïäï ôçò íüóïõ
íá ìçí ðáñáôçñåßôáé óå áóèåíåßò ðïõ åß÷áí áíôá-
ðïêñéèåß ãéá 30 ìÞíåò Þ ðåñéóóüôåñï. Ïé áíôá-
ðïêñßóåéò Þôáí óå óôáôéóôéêÜ óçìáíôéêü âáèìü
óõ÷íüôåñåò óå áóèåíåßò ÷ùñßò óõìðôþìáôá ó÷å-
ôéæüìåíá ìå ôç íüóï áëëÜ, óå áíôßèåóç ìå ôçí
IFNá, äå öáßíïíôáí íá åîáñôþíôáé áðü ôï öïñôßï
ôçò íüóïõ Þ ôéò èÝóåéò ìåôáóôáôéêÞò íüóïõ. Áíôá-
ðïêñßóåéò ðáñåôçñÞèçóáí óå êÜðïéïõò áóèåíåßò
ìå áíèåêôéêÞ óôçí êõôôáñïôïîéêÞ èåñáðåßá íüóï,
õðïäçëþíïíôáò Ýíáí äéáöïñåôéêü ôñüðï äñÜóçò.

Óå ìéá åëÜ÷éóôç ðáñáêïëïýèçóç 5 åôþí, 28 (10%)
áðü ôïõò 270 áóèåíåßò âñÝèçêáí íá æïõí áêüìç,
óõìðåñéëáìâáíïìÝíùí 12 áóèåíþí ðïõ Þôáí óå
óõíå÷Þ âÜóç åëåýèåñïé íüóïõ. ÁõôÜ ôá óôïé÷åßá
ìáêñïðñüèåóìçò ðñïïðôéêÞò ðáñáêïëïýèçóçò
äçëþíïõí üôé êÜðïéïé áóèåíåßò ìå ìåôáóôáôéêü
ìåëÜíùìá ðñÜãìáôé èá ðåôý÷ïõí ôçí ßáóç ìå
èåñáðåßá õøçëÞò äüóçò IL-2 óå bolus Ýã÷õóç.
Äõóôõ÷þò, ç èåñáðåßá ìå õøçëÝò äüóåéò IL-2
óõíäÝåôáé ìå ðïëëÝò óïâáñÝò ðáñåíÝñãåéåò, ðïõ
ðåñéëáìâÜíïõí õðüôáóç, óýíäñïìï áõîçìÝíçò
äéáðåñáôüôçôáò ôùí ôñé÷ïåéäþí (capillary leak
syndrome), ìõïêáñäßôéäá, ðáñïäéêÞ íåöñéêÞ áíå-
ðÜñêåéá, óÞøç ó÷åôéæüìåíç ìå ôïõò åíäïöëÝâéïõò
êáèåôÞñåò. Ïé áíåðéèýìçôåò áõôÝò åíÝñãåéåò
ðåñéïñßæïõí ôç ÷ñÞóç ôçò óå áõóôçñÜ åðéëåãìÝ-
íïõò áóèåíåßò, õðü ôçí åðßâëåøç Ýìðåéñùí êëéíé-
êþí éáôñþí êáé óå åîåéäéêåõìÝíá ðñïãñÜììáôá,
üðïõ õðÜñ÷ïõí ôá ìÝóá ãéá ôçí áíôéìåôþðéóç
ôùí ðéèáíþí åðéðëïêþí.

ÐñïóðÜèåéåò íá âåëôéùèåß ï èåñáðåõôéêüò
äåßêôçò ãéá ôçí IL-2 ðåñéëáìâÜíïõí ôñïðïðïéç-
ìÝíá åðßðåäá äüóåùí êáé ó÷Þìáôá, ðñïóðÜèåéåò
íá ìðëïêáñéóôåß ç ôïîéêüôçôá ôùí õøçëþí äü-
óåùí IL-2, êáé óõíäõáóìïýò ìå Üëëåò êõôïêßíåò,
üðùò ç IFNá, Þ ìå êõôôáñïôïîéêÞ ÷çìåéïèåñá-
ðåßá. Áí êáé äåí Ý÷ïõí ãßíåé ôõ÷áéïðïéçìÝíåò
ìåëÝôåò, óå ãåíéêÝò ãñáììÝò ç óõíïëéêÞ óõ÷íü-
ôçôá áíôáðüêñéóçò, ç ðïéüôçôá êáé ç äéÜñêåéá
ôçò áíôáðüêñéóçò åßíáé áðïãïçôåõôéêÝò ìå ðñù-
ôüêïëëá ÷áìçëÞò äüóçò IL-2. Ðñùôüêïëëá óõíå-
÷ïýò Ýã÷õóçò Ýäùóáí óõãêñéôéêÜ êáëÝò áíôáðï-
êñßóåéò, áëëÜ ïé áíôáðïêñßóåéò öáßíïíôáí íá åß-
íáé ìéêñüôåñçò äéÜñêåéáò, åíþ ç õðïäüñéá ÷ïñÞ-
ãçóç ôçò IL-2, ìéá ðñïóÝããéóç ðïõ èá ìðïñïýóå
íá ãßíåé áíåêôÞ ãéá åîùôåñéêïýò áóèåíåßò, Ýäùóå
áíôáðïêñßóåéò óå ëéãüôåñï áðü 5% ôùí áóèå-
íþí21. Ç ÅëëçíéêÞ Óõíåñãáæüìåíç ÏãêïëïãéêÞ
ÏìÜäá Ý÷åé äçìïóéåýóåé ìåëÝôç ìå ÷áìçëÝò õðï-
äüñéåò äüóåéò IL-2 êáé ×ÌÈ, ìå áðïãïçôåõôéêÜ
áðïôåëÝóìáôá22. Ìïëïíüôé ç ðñïóèÞêç éóôáìßíçò
óå ÷áìçëÞò äüóçò IL-2 ìðïñåß íá Ý÷åé áõîÞóåé
ôçí åðéâßùóç óå áóèåíåßò ìå óðëá÷íéêÝò åíôïðß-
óåéò, ôï óõíïëéêü ðïóïóôü áíôáðüêñéóçò ðáñÝ-
ìåéíå ÷áìçëü. ÐáñÜ ôá in vitro äåäïìÝíá êáé ðñï-
êëéíéêÜ óôïé÷åßá ðïõ äåß÷íïõí óõíÝñãåéá, êáé åí-
èáññõíôéêÝò ðñþéìåò êëéíéêÝò äïêéìÝò, ï óõíäõá-
óìüò ÉL-2 êáé IFNa, áêüìá êáé óôéò ìÝãéóôåò áíå-
êôÝò äüóåéò, äåí Ý÷åé áðïäåé÷èåß üôé õðåñÝ÷åé
ôçò ìïíïèåñáðåßáò ìå õøçëÞ äüóç IL-223,24.

Áðüðåéñåò íá ìåéþóïõìå ôçí ôïîéêüôçôá ôçò
õøçëÞò äüóçò IL-2 áðü ôçí áíôéíåïðëáóìáôéêÞ
ôçò äñÜóç ðåñéëáìâÜíïõí ôç óõã÷ïñÞãçóç ìéáò
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ðïéêéëßáò ðáñáãüíôùí ðïõ ìðëïêÜñïõí ôçí IL-1
(üðùò ëéæïöõëëßíç, äéáëõôüò ðáñÜãïíôáò íÝêñù-
óçò ôïõ üãêïõ Þ õðïäï÷åßò IL-1 Þ CNI-1493)25-28.

Áí êáé ç áíôéíåïðëáóìáôéêÞ äñÜóç öáéíüôáí
íá äéáôçñåßôáé, ç ôïîéêüôçôá äå öÜíçêå íá ìåéþ-
íåôáé ìå êáìßá áðü ôéò ðñïóåããßóåéò áõôÝò. ÔñÝ-
÷ïõóåò ðñïóðÜèåéåò Ý÷ïõí åóôéáóèåß óôç ÷ïñÞ-
ãçóç ìéáò íÝáò IL-2 (BAY 50-4798) ðïõ Ý÷åé öáíåß
üôé åíåñãïðïéåß åêëåêôéêÜ ôá Ô Êýôôáñá óå ó÷Ý-
óç ìå ôá êýôôáñá natural-killer, ìÝóù ðéï áðïôå-
ëåóìáôéêÞò ðñüóäåóçò óôïí õðïäï÷Ýá õøçëÞò
óõããÝíåéáò ôçò ÉL-2. ÌåëÝôåò öÜóçò É êáé ÉÉ ìå
áõôüí ôïí ðáñÜãïíôá âñßóêïíôáé óå åîÝëéîç29.

¸ñåõíåò óôï National Cancer Institute êáé áë-
ëïý Ý÷ïõí ôáõôïðïéÞóåé áíôéãüíá õðï÷þñçóçò ôïõ
üãêïõ ðïõ öáßíïíôáé íá áðïôåëïýí óôü÷ïõò äéç-
èçôéêþí ôïõ üãêïõ ëåìöïêõôôÜñùí, óå áóèåíåßò
ðïõ áíôáðïêñßíïíôáé óå èåñáðåßá âáóéóìÝíç óôçí
IL-2. ÁõôÜ ôá áíôéãüíá õðïóôñïöÞò ôïõ üãêïõ
(tumor-regression antigens) åßíáé ôõðéêÜ óõíäåäå-
ìÝíá ìå HLA-áíôéãüíá ðåðôßäéá. Áðïôåëïýíáôáé
áðü åííéÜ áìéíïîÝá êáé ðáñïõóéÜæïíôáé óôá êõôôá-
ñïôïîéêÜ Ô êýôôáñá ìå ôç âïÞèåéá ôùí HLA áíôé-
ãüíùí óôçí åðéöÜíåéá ôùí áíôéãïíïðáñïõóéáóôé-
êþí êõôôÜñùí. ÌåôáëëáãìÝíåò ìïñöÝò áõôþí ôùí
ðåðôéäßùí Ý÷åé öáíåß üôé óõíäÝïíôáé óôá HLA áíôé-
ãüíá ìå ìåãáëýôåñç óõããÝíåéá êáé üôé åßíáé éó÷õ-
ñüôåñïé åíåñãïðïéçôÝò ôçò áðüêñéóçò ôùí êõôôá-
ñïôïîéêþí Ô ëåìöïêõôôÜñùí. Ç ÷ïñÞãçóç åíüò
ìåôáëëáãìÝíïõ gp100-209-2M ðåðôéäßïõ ìáæß ìå
õøçëÞ äüóç IL-2 ðÝôõ÷å õðïóôñïöÞ ôïõ üãêïõ óå
13 áðü 31 áóèåíåßò30. Äõóôõ÷þò, ìéá ìåëÝôç åðé-
âåâáßùóçò áðü ôï Cytokine Working Group Ýäùóå
ðïóïóôü áíôáðüêñéóçò ìüëéò 10%. Ìéá ðïëõêå-
íôñéêÞ ìåëÝôç öÜóçò ÉÉÉ óõãêñßíïõóá õøçëÞ äüóç
ÉL-2 ìå Þ ÷ùñßò åìâïëéáóìü ìå gp100-209-2M
ðåðôßäéï âñßóêåôáé óå åîÝëéîç31.

Âéï÷çìåéïèåñáðåßá

Ðïëëïß åñåõíçôÝò Ý÷ïõí ìåëåôÞóåé óõíäõáóìïýò
âáóéóìÝíïõò óôçí áíïóïèåñáðåßá ìå êõôôáñïôïîé-
êÞ ÷çìåéïèåñáðåßá óôï ìåôáóôáôéêü ìåëÜíùìá. Ôá
ðëÝïí åíèáññõíôéêÜ áðïôåëÝóìáôá Ý÷ïõí ðáñá-
ôçñçèåß óå ìåëÝôåò ðïõ óõíäõÜæïõí ÷çìåéïèåñá-
ðåßá ìå âÜóç ôçí ðëáôßíá åßôå ìå õøçëÞ äüóç IL-
2 ìüíç ôçò åßôå ìå ìéêñüôåñåò äüóåéò IL-2 ìáæß ìå
IFNá. Tá óõãêåíôñùôéêÜ áðïôåëÝóìáôá áðü äéÜöï-
ñá ðñùôüêïëëá ìå íïóçëåõüìåíïõò áóèåíåßò äß-
íïõí Ýíá ðïóïóôü áíôáðüêñéóçò ðåñßðïõ 50%, ìå
ðïóïóôü ðëÞñïõò áíôáðüêñéóçò (CR) 10% ùò 20%
êáé ìÝóç åðéâßùóç ðåñßðïõ 11 ùò 12 ìÞíåò. Ìåñé-
êÝò áíôáðïêñßóåéò (PRs) Þôáí óõ÷íÜ ìéêñÞò äéáñ-

êåßáò (êáôÜ ìÝóï üñï 4 ùò 6 ìÞíåò óôéò ðåñéóóü-
ôåñåò ìåëÝôåò) êáé äå óõíäÝïíôáí ìå ðáñáôåôá-
ìÝíç åðéâßùóç. Óå ìåñéêÝò ìåëÝôåò, ìÝ÷ñé êáé 50%
ôùí áóèåíþí ìå CR ðáñÝìåéíå åëåýèåñï íüóïõ
åðß ìáêñüí. ÓõíïëéêÜ, ðåñßðïõ 10% ôùí áóèåíþí
öáßíïíôáé íá åßíáé åëåýèåñïé íüóïõ ãéá ðÜíù áðü
2 ÷ñüíéá. ¼ðùò êáé óôá ðñùôüêïëëá õøçëÞò äü-
óçò IL-2, oé õðïôñïðÝò ìåôÜ ôá 2 ÷ñüíéá Þôáí
åîáéñåôéêÜ óðÜíéåò32.

Ôï åìöáíþò õøçëüôåñï ðïóïóôü áíôáðüêñé-
óçò êáé ôï ðïóïóôü 10% äéáñêïýò CR õðïäÞëù-
íáí üôé ç âéï÷çìåéïèåñáðåßá èá ìðïñïýóå íá åß-
íáé áíþôåñç ôüóï áðü ôç ÷çìåéïèåñáðåßá üóï
êáé áðü ôçí áíïóïèåñáðåßá ìüíåò ôïõò. Äýï ìå-
ôááíáëýóåéò óôÞñéîáí áõôü ôï óõìðÝñáóìá33,34.
Äõóôõ÷þò ôá áñ÷éêÜ ðñùôüêïëëá âéï÷çìåéïèåñá-
ðåßáò ÷áñáêôçñßæïíôáí áðü åêôåôáìÝíç åíäïíï-
óïêïìåéáêÞ áíôéìåôþðéóç, õðïêåßìåíç ôïîéêüôç-
ôá êáé êüóôïò, ìå áðïôÝëåóìá ç åêôåíÞò åöáñìï-
ãÞ ìéáò ìåëÝôçò öÜóçò ÉÉÉ íá êñßíåôáé éäéáßôåñá
ðñïâëçìáôéêÞ.

Oé Legha êáé óõí áíÝðôõîáí Ýíá óõíäõáóìü
üðïõ ÷çìåéïèåñáðåßá ìå CVD ÷ïñçãåßôï ìáæß ìå
IL-2 êáé IFNa óå íïóçëåõüìåíïõò áóèåíåßò ãéá 5
ìÝñåò êÜèå 3 åâäïìÜäåò ìÝ÷ñé 6 êýêëïõò35. Áõôü
ôï ó÷Þìá Ýäùóå áíôáðïêñßóåéò óôï 64% ôùí
áóèåíþí, ìå ìÝóç äéÜñêåéá áíôáðüêñéóçò 6.5
ìÞíåò. 5 áóèåíåßò (9%) ðáñÝìåéíáí óå óõíå÷Þ
CR ãéá 50 Ýùò ≥ 61 ìÞíåò. Ïé êõñéüôåñåò ðáñå-
íÝñãåéåò ðåñéåëÜìâáíáí ìõåëïêáôáóôïëÞ, ìå óõ-
÷íüôçôá åìöÜíéóçò åìðõñÝôïõ ïõäåôåñïðåíßáò
54% êáé 49% óõ÷íüôçôá åìöÜíéóçò âáêôçñéáé-
ìßáò. Ç áíôéíåïðëáóìáôéêÞ äñáóôéêüôçôá áõôïý
ôïõ ó÷Þìáôïò öÜíçêå éóïäýíáìç ìå áõôÞ Üëëùí
âéï÷çìåéïèåñáðåõôéêþí óõíäõáóìþí ðïõ ðåñéå-
ãñÜöçóáí ðñïçãïõìÝíùò, åíþ ç ôïîéêüôçôá Þôáí
åõêïëüôåñá áíôéìåôùðßóéìç.

Áõôü ôï ðñùôüêïëëï ôñïðïðïéÞèçêå åëáöñÜ
áðü ôïõò Dermott êáé óõí óå ìéá ðñïóðÜèåéá ãéá
ðåñáéôÝñù ìåßùóç ôçò ôïîéêüôçôáò êáé áýîçóç
ôçò åõêïëßáò óôçí åöáñìïãÞ ôïõ. Ïé ôñïðïðïéÞ-
óåéò ðåñéåëÜìâáíáí ôç ÷ñÞóç ðñïöõëáêôéêÞò ÷ï-
ñÞãçóçò áíôéâéïôéêþí êáé áõîçôéêþí ðáñáãüíôùí
(G-CSF), ðéï åðéèåôéêÞ ÷ïñÞãçóç áíôéåìåôéêþí,
áðáãüñåõóç ÷ñÞóçò êåíôñéêþí öëåâéêþí ãñáì-
ìþí ãéá ìåãÜëï ÷ñïíéêü äéÜóôçìá, êáé ðåñéïñé-
óìü ôçò èåñáðåßáò óå 4 êýêëïõò. Ìéá ðéëïôéêÞ
äïêéìÞ öÜóçò ÉÉ áõôïý ôïõ ôñïðïðïéçìÝíïõ ó÷Þ-
ìáôïò åðéâåâáßùóå ôç äñáóôéêüôçôÜ ôïõ êáé âåë-
ôßùóå ôçí áíï÷Þ ôïõ. ÓçìáíôéêÝò ôïîéêüôçôåò ðïõ
êáèéóôïýóáí áíáãêáßá ôç ìåßùóç äüóçò ðåñéïñß-
æïíôáí êõñßùò óå ôïîéêüôçôá áðü ôï ãáóôñåíôå-
ñéêü (íáõôßá êáé Ýìåôïé) êáé ìõåëïêáôáóôïëÞ. Ç
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áíôáðüêñéóç Þôáí ôçò ôÜîçò ôïõ 48%, ìå ìÝóç
äéÜñêåéá áíôáðüêñéóçò 7 ìÞíåò (åýñïò, 2 Ýùò ≥
28 ìÞíåò).36

ÌåëÝôåò öÜóåéò ÉÉÉ ìå âéï÷çìåéïèåñáðåßá Ý÷ïõí
îåêéíÞóåé áðü ðïëëÜ íïóçëåõôéêÜ éäñýìáôá êáé óôçí
Åõñþðç. Ôá áðïôåëÝóìáôá áðü áõôÝò ôéò ìåëÝôåò
åßíáé ìéêôÜ (Ðßíáêáò 2). Ìéá ìåëÝôç öÜóçò ÉÉÉ áðü
ôï M.D. Anderson óõãêñßíïõóá ôï CVD ìå CVD
óõí IL-2/IFN Ýäåéîå üôé ï âéï÷çìåéïèåñáðåõôéêüò
óõíäõáóìüò ðÝôõ÷å äéðëáóéáóìü ôïõ ðïóïóôïý
áíôáðüêñéóçò êáé ôïõ ÷ñïíéêïý äéáóôÞìáôïò ìÝ÷ñé
ôçí åìöÜíéóç ðñïüäïõ ôçò íüóïõ (time to pro-
gression) êáé ðáñÜôáóç êáôÜ 3 ìÞíåò ôçò ìÝóçò
åðéâßùóçò (P=0.05)37. Ìïëïíüôé ôá áðïôåëÝóìáôá
áõôÜ åßíáé åíèáññõíôéêÜ, ïñéóìÝíá óôïé÷åßá êÜíïõí
êÜðïéï íá äéóôÜæåé íá õéïèåôÞóåé ôçí ðñïóÝããéóç
áõôÞ óáí ôï íÝï standard èåñáðåßáò. Ôï âéï÷ç-
ìåéïèåñáðåõôéêü ðñùôüêïëëï Þôáí éäéáßôåñá
åíôáôéêïðïéçìÝíï (ðåñéåëÜìâáíå 19 çìÝñåò åíäï-
íïóïêïìåéáêÞò íïóçëåßáò ãéá êÜèå ðåñßïäï åêôß-
ìçóçò ôïõ áóèåíïýò 42 çìåñþí) êáé Ýíôïíá ôïîé-
êü, ìå 90% ôùí áóèåíþí íá ÷ñåéÜæïíôáé õðïóôÞ-
ñéîç ôçò áñôçñéáêÞò ôïõò ðßåóçò êáé 25% íá áíôé-
ìåôùðßæïõí óïâáñÞ êáñäéïáíáðíåõóôéêÞ Þ íåõñï-
ëïãéêÞ ôïîéêüôçôá. Åðéðñüóèåôá, ôï TTP ãéá áóèå-
íåßò áíôáðïêñéíüìåíïõò óôç âéï÷çìåéïèåñáðåßá
Þôáí ìüíïí 6 ìÞíåò êáé äå äéÝöåñå áðü áóèåíåßò
áíôáðïêñéíüìåíïõò óå ÷çìåéïèåñáðåßá ìüíç ôçò.
Åðßóçò, õðÞñ÷áí ëßãåò áíôáðïêñßóåéò ìáêñÜò äéáñ-
êåßáò, èÝôïíôáò õðü óõæÞôçóç ôç óõíåéóöïñÜ ôïõ
áíïóïèåñáðåõôéêïý ìÝñïõò ôçò áãùãÞò óôç óõíï-
ëéêÞ áíôáðüêñéóç. Ôåëéêþò, Üëëåò ìåëÝôåò öÜóçò
ÉÉÉ ðïõ ïëïêëçñþèçêáí áðÝôõ÷áí íá åðéâåâáéþ-
óïõí áõôÞ ôç äñáóôéêüôçôá.. Ãéá ðáñÜäåéãìá, äýï
Üëëåò ìåëÝôåò öÜóçò ÉÉÉ -ìßá ìåëÝôç áðü ôï Na-
tional Cancer Institute Surgery Branch óõãêñßíïõ-
óá cisplatin, DTIC, êáé ôáìïîéöáßíç ± õøçëÞò äü-
óçò IL-2 êáé ìéá ìåëÝôç áðü ôçí Åuropean Organi-

zation for Research and Treatment of Cancer (EO-
RTC) óõãêñßíïõóá ôç âáóéóìÝíç óôï cisplatin âéï-
÷çìåéïèåñáðåßá ìå decrescendo IL-2 êáé IFNá ìü-
íåò ôïõò Ýäùóáí âåëôéùìÝíá ðïóïóôÜ áíôáðüêñé-
óçò, ü÷é üìùò êáé óõíïëéêü ðëåïíÝêôçìá óôçí
åðéâßùóç ãéá ôá âéïèåñáðåõôéêÜ óêÝëç. Méá Üëëç
ìåëÝôç ôçò EORTC óõãêñßíïõóá cisplatin, DTIC,
êáé ÉFNá ± IL-2 äåí Ýäåéîå êÜðïéï üöåëïò áðü ôçí
ðñïóèÞêç IL-2 ïýôå ùò ðñïò ôï ðïóïóôü áíôáðü-
êñéóçò ïýôå ùò ðñïò ôçí åðéâßùóç ãéá ôï óõíïëé-
êü ðëçèõóìü ôçò ìåëÝôçò, áëëÜ Ýäåéîå Ýíá óáöÝò
üöåëïò ãéá ôçí õðïïìÜäá áóèåíþí ìå performance
status 038.

Ìéá ðïëõêåíôñéêÞ ìåëÝôç (Intergroup protocol
INT 3695) ó÷åäéÜóèçêå ãéá íá óõãêñßíåé ôï ôñï-
ðïðïéçìÝíï ðñùôüêïëëï âéï÷çìåéïèåñáðåßáò ðïõ
ðåñéëáìâÜíåé CVD ìå IL-2 êáé IFNá ìå ôï CVD
ìüíï ôïõ. Ç ìåëÝôç áõôÞ åðéóÞìùò îåêßíçóå áðü
ôçí ECOG êáé ôï Southwest Oncology Group óôéò
áñ÷Ýò ôïõ 1998, åíþ óôéò áñ÷Ýò ôïõ 2000 ðñï-
óåôÝèç óôç óõíåñãáóßá êáé ôï Cancer and Leu-
kemia Group B. ÁõôÞ ç ìåëÝôç èá ìðïñïýóå íá
åßíáé ôï ôåëéêü êñéôÞñéï ãéá ôçí áîßá ôçò âéï÷ç-
ìåéïèåñáðåßáò óôï ìåëÜíùìá óôáäßïõ ÉV, Ý÷åé
óõìðåñéëÜâåé ðÜíù áðü 400 áóèåíåßò ìÝ÷ñé óÞ-
ìåñá êáé ðñïâëÝðåôáé íá ïëïêëçñùèåß óôï ôÝëïò
ôïõ 2002.

Ç ÅëëçíéêÞ åìðåéñßá óõíéóôÜôáé óôçí ÷ñçóé-
ìïðïßçóç åíüò óõíäõáóìïý êõôôáñïóôáôéêþí (Car-
boplatin, Vinblastine, êáé Bleomycin) ìå IFNá2,
5x106U, ôñåßò öïñÝò ôçí åâäïìÜäá. Ïé áíôáðï-
êñßóåéò Þôáí åíèáññõíôéêÝò (≅ 50%) êáé ôï ó÷Þ-
ìá êáëÜ áíåêôü39.

Ðñüóöáôåò ìåëÝôåò âéï÷çìåéïèåñáðåßáò

Ðñüóöáôåò Ýñåõíåò ìå âéï÷çìåéïèåñáðåßá
Ý÷ïõí åîåôÜóåé ðñùôüêïëëá ãéá åîùôåñéêïýò áóèå-

Ðßíáêáò 2. ÁðïôåëÝóìáôá Ìåëåôþí Âéï÷çìåéïèåñáðåßáò ÖÜóçò ÉÉÉ Ýíáíôé ×çìåéïèåñáðåßáò Þ Áíïóïèåñáðåßáò

Study No. RR (%) Survival (months) Reference

EORTC Melanoma Group
IL-2/IFN 66 18 9 Keilholz
CDDP + IL-2 + IFN 60 35 9

NCI Surgery Branch
CDDP + DTIC + Tam 52 27 15.8 Rosenberg
DCT + IL-2 (HD) + IFN 50 44 10.7

M.D.Anderson
CVD 92 25 9.5 Eton
CVD + IL-2 + IFN 91 48 11.8

Abbreviations: RR, response rate; EORTC, European Organization for Research and Treatment of Cancer; NCI, National Cancer
Institute; CDDP, cisplatin; Tam, tamoxifen; DCT, daunorubicin, cytarabine, and thioguanine.
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íåßò ðïõ óôï÷åýïõí óôï íá ðáñÝ÷ïõí áêüìá ìå-
ãáëýôåñç åõêïëßá ÷ïñÞãçóçò, óôçí áíôéêáôÜóôá-
óç ôïõ DTIC áðü ôåìïæïëáìßäç óå ìéá ðñïóðÜ-
èåéá ìåßùóçò ôçò åìöÜíéóçò õðïôñïðÞò óôï KNÓ,
êáé óôç äéáôÞñçóç ôçò èåñáðåßáò ìå IL-2 êáé GM-
CSF ãéá íá êáèõóôåñÞóåé ç ðñüïäïò ôçò íüóïõ
óå áóèåíåßò ìå PR Þ óôáèåñÞ íüóï (Ðßíáêáò 3).
Áí ç ìåëÝôç INT 3695 åðéêõñþóåé ôçí áîßá ôçò
âéï÷çìåéïèåñáðåßáò, êÜðïéåò áðü ôéò ôñïðïðïéÞ-
óåéò áõôÝò Þ êáé üëåò ìðïñåß íá ÷ñÞæïõí ðåñáé-
ôÝñù äéåñåýíçóçò êáé ãé’áõôü ðåñéãñÜöïíôáé ðá-
ñáêÜôù.

Ôï Cytokine Working Group óõíÝêñéíå äýï
ó÷Þìáôá ãéá åîùôåñéêïýò áóèåíåßò, ðïõ ðåñéëáì-
âÜíïõí cisplatin, DTIC, IFN, êáé IL-2 (÷ïñçãïýìå-
íç åßôå bolus åíäïöëåâßùò åßôå ìå õðïäüñéá Ýíå-
óç) óå ìéá ôõ÷áéïðïéçìÝíç ìåëÝôç öÜóçò ÉÉ. Káé
ôá äýï ó÷Þìáôá Þôáí

êáëÜ áíåêôÜ, ìå êáíÝíáí áóèåíÞ íá ìç ÷ñåéÜ-
æåôáé íá íïóçëåõèåß ãéá ôïîéêüôçôá. Áíôáðïêñß-
óåéò óçìåéþèçêáí óôï 37% êáé óôï 17% ôùí áóèå-
íþí ðïõ Ýëáâáí åíäïöëÝâéá Þ õðïäüñéá IL-2,
áíôßóôïé÷á40.

Ìïëïíüôé ôï ôñïðïðïéçìÝíï ðñùôüêïëëï âéï-
÷çìåéïèåñáðåßáò Ýäåéîå ðïëëÜ õðïó÷üìåíç áíôé-
íåïðëáóìáôéêÞ äñáóôéêüôçôá, 12 áðü ôïõò 19
áóèåíåßò ìå ìåßæïíá áíôáðüêñéóç åß÷áí ôçí áñ÷é-
êÞ åíôüðéóç õðïôñïðÞò ôçò íüóïõ ôïõò óôï ÊÍÓ.
Óå ìéá ðñïóðÜèåéá íá ìåéùèåß ç óõ÷íüôçôá õðï-
ôñïðþí óôï ÊÍÓ, ïé Atkins et al ðñáãìáôïðïßç-
óáí ìéá ìåëÝôç öÜóçò ÉÉ åíüò ôáõôüóçìïõ ó÷Þìá-
ôïò, ìå ìüíç äéáöïñÜ üôé ç ôåìïæïëáìßäç áíôéêá-
èéóôïýóå ôï DTIC41. Áíôáðïêñßóåéò ðáñåôçñÞèç-
óáí óå 22 áðü 47 åêôéìþìåíïõò áóèåíåßò (ðïóï-
óôü áíôáðüêñéóçò, 47%), åíþ ôï ÊÍÓ Þôáí ç
áñ÷éêÞ åíôüðéóç ôçò õðïôñïðÞò óå ìüíï äýï
áíôáðïêñéèÝíôåò áóèåíåßò. Áí êáé áõôÜ ôá óôïé-
÷åßá äåß÷íïõí ìéá óçìáíôéêÞ ìåßùóç óôç óõ÷íü-
ôçôá áñ÷éêÞò õðïôñïðÞò óôï ÊÍÓ, ïé ìÝóåò äéÜñ-
êåéåò áíôáðüêñéóçò (3 ìÞíåò) êáé ç ìÝóç åðéâßù-

óç (7.5 ìÞíåò) Þôáí áðïãïçôåõôéêÜ âñá÷åßåò.
Ïé Ï’Day et al äéåñåýíçóáí ôï ñüëï ôçò äéá-

ôÞñçóçò ôçò IL-2 óôç èåñáðåßá óå áóèåíåßò ìå
óôáèåñÞ íüóï Þ PR ìåôÜ ôç âéï÷çìåéïèåñáðåßá.
Ôï ðñùôüêïëëï äéáôÞñçóçò ðåñéåëÜìâáíå êáèç-
ìåñéíÝò åîùíïóïêïìåéáêÝò åíÝóåéò ÷áìçëÞò äü-
óçò IL-2 êáé GÌ-CSF ìå äéáëåßðïõóåò åíäïíïóï-
êïìåéáêÝò ÷ïñçãÞóåéò õøçëÞò äüóçò IL-2. O ìÝ-
óïò ÷ñüíïò ìÝ÷ñé ôçí åìöÜíéóç ðñïüäïõ ôçò
íüóïõ ðáñåôÜèç êáôÜ 10.7 ìÞíåò êáé óå ìåñé-
êïýò áóèåíåßò ç PR ìåôåôñÜðç óå CR Þ ç óôáèå-
ñÞ íüóïò óå PR ìå áõôÞ ôçí ðñïóÝããéóç42. Ìéá
ðïëõêåíôñéêÞ ìåëÝôç ðñïò åðéâåâáßùóç áõôÞò ôçò
ðñïóÝããéóçò ôñÝ÷åé áõôüí ôïí êáéñü.

¢ëëåò ðïëëÜ õðïó÷üìåíåò ðåéñáìáôéêÝò
ðñïóåããßóåéò

Ï Ðßíáêáò 4 êáôáãñÜöåé ìßá ðïéêéëßá ðñïóåã-
ãßóåùí, ðáñáãüíôùí êáé ó÷çìÜôùí ôá ïðïßá äï-
êéìÜæïíôáé áõôüí ôïí êáéñü óå áóèåíåßò ìå ìåëÜ-
íùìá óôáäßïõ ÉV. ÁõôÝò ïé ðñïóåããßóåéò ðåñéëáì-
âÜíïõí íÝåò êõôïêßíåò, üðùò ç IL-12, åßôå ìüíç
ôçò åßôå óå óõíäõáóìü ìå IL-2, IFNá Þ åìâüëéá,
êáé ç IL-18. Áêüìá ðåñéëáìâÜíïõí åìâüëéá äåí-
äñéôéêþí êõôôÜñùí, åíäïïãêéêÞ ãïíéäéáêÞ èåñá-
ðåßá, ÷çìåéïèåñáðåßá âáóéóìÝíç óôçí åðïèéëüíç

Ðßíáêáò 3. Ðñüóöáôåò ðñïóåããßóåéò óôç Âéï÷çìåéï-
èåñáðåßá

ÐñïóÝããéóç ÅñåõíçôÞò

ÅîùíïóïêïìåéáêÞ èåñáðåßá Flaherty et al
AíôéêáôÜóôáóç ôïõ DTIC Átkins et al
áðü ôåìïæïëáìßäç
ÄéáôÞñçóç ôçò IL-2 êáé GM-CSF O’Day et al
Adjuvant èåñáðåßá SWOG/ECOG

Óõíôïìïãñáößåò: GM-CSF, granulocyte-macrophage colony-
stimulating factor; CWG, CytokineWorking Group; SWOG,
Southwest Oncology Group.

Ðßíáêáò 4. EðéëåãìÝíïé ÍÝïé ÐáñÜãïíôåò/Ðñïóåããßóåéò
ðïõ âñßóêïíôáé õðü áíÜðôõîç

Êõôïêßíåò
GM-CSF
IL-12 ± IL-2, IFNá Þ åìâüëéá
IL-18
BAY 50-4798 IL-2 åêëåêôéêüò áãùíéóôÞò

ÅíäïïãêéêÞ ãïíéäéáêÞ èåñáðåßá
HLA B7 (allovectin 7)

ÊõôôáñïôïîéêÞ ÷çìåéïèåñáðåßá
Åðïèéëüíåò

Áíáóôïëåßò ìåôáãùãÞò óÞìáôïò (Signal transduction
inhibitors – STI)

STI 571
CCI 779

Áíïóïêõôïêßíåò
hu14:18-IL-2

Åìâüëéá äåíäñéôéêþí (DC) êõôôÜñùí
DC tumor fusions
Peptide pulsed
Adenoviral transfected

Antisense èåñáðåßá
G3139

Áíáóôïëåßò áããåéïãÝíåóçò
Èáëéäïìßäç
×áìçëÞò äüóçò ôáîÜíåò
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(epothilone), áíáóôïëåßò ôçò áããåéïãÝíåóçò, áíï-
óïêõôïêßíåò, antisense ïëéãïíïõêëåïôßäéá, áíáóôï-
ëåßò ìåôáãùãÞò óÞìáôïò (signal transduction in-
hibitors). ÁõôÝò ïé ðñïóåããßóåéò Ý÷ïõí äþóåé ìüíï
óðÜíéåò áíôáðïêñßóåéò ìÝ÷ñé ôþñá, áëëÜ åêôåôá-
ìÝíåò Ýñåõíåò ìå áõôïýò ôïõò ðáñÜãïíôåò ôñÝ-
÷ïõí áõôüí ôïí êáéñü.

ÓõìðåñáóìáôéêÜ, ôï ìåôáóôáôéêü ìåëÜíùìá
ðáñáìÝíåé ìéá íüóïò áíßáôïò. ÐáñÜ ôéò åêôåôáìÝ-
íåò Ýñåõíåò, ï ñüëïò ôçò êõôôáñïôïîéêÞò èåñá-
ðåßáò ðáñáìÝíåé ðåéñáìáôéêüò. Ìïëïíüôé ç õøç-
ëÞ äüóç IL-2 ìðïñåß íá äþóåé ìáêñï÷ñüíéåò CRs
óå Ýíá ìéêñü ðïóïóôü áóèåíþí, ç ôïîéêüôçôá, ôï
êüóôïò êáé ç ðïëõðëïêüôçôá ôçò èåñáðåßáò áõ-

ôÞò ðåñéïñßæïõí ôçí åöáñìïãÞ ôçò. Áí êáé ç âéï-
÷çìåéïèåñáðåßá õðüó÷åôáé ðïëëÜ, ôï ðëåïíÝêôç-
ìÜ ôçò óå ìåëÝôåò öÜóçò ÉÉÉ äåí Ý÷åé áêüìá
åäñáéùèåß. Óôï åîÞò áíáìÝíåôáé üôé íÝåò èåñá-
ðåõôéêÝò ðñïóåããßóåéò èá åßíáé áðáñáßôçôåò ãéá
íá åðçñåÜóïõí êáèïñéóôéêÜ ôçí êëéíéêÞ Ýêâáóç
ó’áõôüí ôïí ðëçèõóìü áóèåíþí. Åõôõ÷þò, õðÜñ-
÷åé áöèïíßá ðïëëþí íÝùí ðáñáãüíôùí êáé èåñá-
ðåõôéêþí óôñáôçãéêþí. Ãéá íá åðéôá÷õíèåß ç áíÜ-
ðôõîç êáëýôåñùí èåñáðåéþí ãéá áóèåíåßò ìå ìå-
ëÜíùìá óôáäßïõ ÉV, èá ðñÝðåé íá äïèåß ðñïôå-
ñáéüôçôá óôçí Ýíôáîç áõôþí ôùí áóèåíþí óå
êëéíéêÝò äïêéìÝò.

ABSTRACT

D. BAFALOUKOS, P. GOUVERIS: Therapeutic management of metastatic melanoma.

The outlook for patients with metastatic melanoma (stage IV disease) remains bleak. Patients
with stage IV melanoma have a median survival of 6 to 9 months, with 5-year survival rates for
conventional chemotherapy of only 1% to 2%. An estimated 7,800 Americans will die as a
result of melanoma in the year 2001. Many of these patients are young (median age, approx-
imately 50 years) and otherwise healthy; therefore, their loss represents a societal burden in
excess of their actual numbers. In fact, although melanoma is the ninth most common cancer
in the United States, it ranks second among solid tumors in the terms of years of productive
life cost. Common treatment approaches have included cytotoxic chemotherapy, interleukin-2-
based immunotherapy, and combinations of chemotherapy and immunotherapy, so-called bio-
chemotherapy. This article will review the current approaches to the treatment of metastatic
melanoma, including the activity and limitations of each approach, and describe some of the
promising areas currently under investigation. Forum of Clinical Oncology 1 (4):186-194,
2002.
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ÁÍÁÓÊÏÐÇÓÅÉÓ

Íåþôåñá äåäïìÝíá ãéá ôïõò áíáóôïëåßò

ôçò ôïðïúóïìÝñáóçò

Ã.Ö. ÓáìÝëçò

ÐÅÑIËÇØÇ
Ïé DNA ôïðïúóïìåñÜóåò åßíáé Ýíæõìá ðïõ äéáìïñöþíïõí ôçí ôïðïëïãßá ôïõ DNA, êáé åßíáé
õðåýèõíá ãéá ôï ãåíåôéêü õëéêü êáôÜ ôçí äéÜñêåéá ôçò ìåôáãñáöÞò ôçò áíáäßðëùóçò ôïõ êáé
ôçò äçìéïõñãßáò íÝùí óêåëþí óôï DNA. Ç äñáóôçñéüôçôá ôùí ôïðïúóïìåñáóþí óõíßóôáôáé
óôï óðÜóéìï ôçò Ýëéêïò ôïõ DNA (ìïíü Þ äéðëü óðÜóéìï ðïõ ðñïêáëåß ç ÔïðïúóïìåñÜóç É Þ
ÉÉ, áíôßóôïé÷á). Ïé áíáóôïëåßò ôçò ôïðïúóïìåñÜóçò óôáèåñïðïéïýí ôï óýìðëåãìá Ôïðïúóïìå-
ñÜóç – DNA. Ôï óýìðëåãìá öÜñìáêï (áíáóôïëÝáò ôçò ôïðïúóïìåñÜóçò) – DNA – ôïðïúóïìå-
ñÜóç ðñïêáëåß ìÞ áíáóôñÝøéìï óðÜóéìï ôçò äéðëÞò Ýëéêáò ôïõ DNA, ôï ïðïßï ïäçãåß óôçí
áðüðôùóç (óôïí ðñïãñáììáôéóìÝíï êõôôáñéêü èÜíáôï) ìÝóù âéï÷çìéêþí Þ ãïíéäéáêþí áëëá-
ãþí. ÐïëëÜ öÜñìáêá áíáóôÝëëïõí ôéò ÔïðïúóïìåñÜóåò É êáé ÉÉ. Ïé íåþôåñïé áíáóôïëåßò (áíÜ-
ëïãá êéíïëßíçò, áíÜëïãá ôçò êéíïîáëßíçò, áíÜëïãá ôçò öåíæïöáéíáæßíçò, áìöéäéêïëßíçò) åßíáé
ìéêôïß áíáóôïëåßò ôçò ÔïðïúóïìåñÜóçò É êáé ÉÉ. Ïé áíáóôïëåßò ôçò ÔïðïúóïìåñÜóçò É (êáìðôï-
èåêßíåò) Ý÷ïõí ôçí äõíáôüôçôá íá ðáñáêÜìðôïõí ôçí MDR-1 öáñìáêåõôéêÞ áíôßóôáóç. Åëáô-
ôùìÝíá åðßðåäá ôçò äñáóôçñéüôçôáò ôïõ ãïíéäßïõ ôçò ÔïðïúóïìåñÜóçò ÉÉ êáé ìåôáëëÜîåéò ôïõ
ãïíéäßïõ ôçò, åõèýíïíôáé ãéá ôçí ðñüêëçóç áíôßóôáóçò óôïõò áíáóôïëåßò ôçò ÔïðïúóïìåñÜ-
óçò. Ôá íåþôåñá áíÜëïãá ðïõ åßíáé ìéêôïß áíáóôïëåßò ôçò ÔïðïúóïìåñÜóçò É êáé ÉÉ Ý÷ïõí
éó÷õñÞ áíôéìéôùôéêÞ äñÜóç in vivo êáé in vitro êáé Ýäåéîáí åíôõðùóéáêÜ áðïôåëÝóìáôá üôáí
óõíäõÜóôçêáí ìå ãïíéäéáêÞ èåñáðåßá óå xenografts óå äéÜöïñïõò üãêïõò. ËÝîåéò – ÊëåéäéÜ:
íåþôåñïé áíáóôïëåßò ôïðïúóïìåñÜóçò, êáñêßíïò, ãïíéäéáêÞ èåñáðåßá. ÂÞìá ÊëéíéêÞò Ïãêï-
ëïãßáò 2002, 1 (4):195-201.
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ÅéóáãùãÞ – ÔïðïúóïìåñÜóåò

Ïé DNA ôïðïúóïìåñÜóåò åßíáé Ýíæõìá ðïõ äéá-
ìïñöþíïõí ôçí ôïðïëïãßá ôïõ DNA êáé åßíáé õðåý-
èõíá ãéá ôï ãåíåôéêü õëéêü êáôÜ ôçí äéÜñêåéá ôçò

ìåôáãñáöÞò ôçò áíáäßðëùóçò êáé ôçò äçìéïõñ-
ãßáò íÝùí óêåëþí óôï DNA.

Ïé ôïðïúóïìåñÜóåò åßíáé ìïíáäéêÜ Ýíæõìá ðá-
ñüíôá óôá ðñïêáñõùôéêÜ êýôôáñá êáèþò åðßóçò
êáé óôïí ðõñÞíá ôùí åõêáñõùôéêþí êõôôÜñùí.
ÔÝóóåñéò äéáöïñåôéêÝò ìïñöÝò ôïðïúóïìåñÜóçò
ôáõôïðïéÞèçêáí, áëëÜ ìüíï 2 ôýðïé öáßíåôáé íá
åßíáé ðáñïýóåò óôá èçëáóôéêÜ, ç ÔïðïúóïìåñÜóç
É êáé ÉÉ1. Ïé ôïðïúóïìåñÜóåò ëáìâÜíïõí ìÝñïò óå
äéÜöïñá óôÜäéá ôïõ ìåôáâïëéóìïý ôïõ DNA, üðùò
óôç óýíèåóç êáé ôç ìåôáãñáöÞ ôïõ. Ïé Ôïðïúóï-
ìåñÜóåò ÉÉ áðïôåëïýí óçìáíôéêÜ Ýíæõìá ãéá ôç
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æùÞ åíüò ìýêçôá, åíþ ç ÔïðïúóïìåñÜóç É ü÷é.
ÐñïóöÜôùò, ç üëç äïìÞ ôùí DNA ôïðïúóïìå-

ñáóþí (åîüíéá - éíôñüíéá) êáé ç ðåñéï÷Þ ôáõôï-
ðïéÞèçêå. Ôï ãïíßäéï áðïôåëåßôáé áðü 21 åîüíéá
ôá ïðïßá äéáéñïýíôáé ôï ëéãüôåñï óå 85 Kd ãïíé-
äßùìá óôï DNA.

Ôï áíèñþðéíï ãïíéäßùìá ðåñéÝ÷åé óôï ÷ñùìü-
óùìá 20q12-13,2 ôï ëåéôïõñãéêü êïììÜôé ôïõ ãïíé-
äßïõ ôçò ÔïðïúóïìåñÜóçò É. H áíèñþðéíç Ôïðïú-
óïìåñÜóç É ðñùôåÀíç, åßíáé Ýíá ìïíïìåñÝò ìï-
ñéáêïý âÜñïõò ðåñßðïõ 100 KD êáé äåí ÷ñåéÜæå-
ôáé ATP ãéá ôéò êáôáëõôéêÝò ôçò äñáóôçñéüôçôåò.

Ôá áíèñþðéíá êýôôáñá ðåñéÝ÷ïõí 2 éóïÝíæõìá
ôçò ÔïðïúóïìåñÜóçò ÉÉ, ôç TopoIIa êáé ôçí TopoI-
Ib, ïé ïðïßåò åßíáé 2 ðïëõðåðôßäéá ìïñéáêïý âÜ-
ñïõò 170 Ê.Daltïn êáé 180 Ê.Dalton êáé åäñÜæï-
íôáé óôá ÷ñùìïóþìáôá 17q21-22 êáé 3p24 áíôéóôïß-
÷ùò2.

Ôá åðßðåäá ôçò ÔïðïúóïìåñÜóçò ÉIá åßíáé õøç-
ëüôåñá êáôÜ ôçí äéÜñêåéá ôùí óôáäßùí ãñÞãï-
ñïõ ðïëëáðëáóéáóìïý, åíþ ôá åðßðåäá ôçò Ôï-
ðïúóïìåñÜóçò ÉÉb åßíáé õøçëÜ óå êýôôáñá ôá
ïðïßá èá åðéôý÷ïõí ìéá “plateau” öÜóç áíÜðôõ-
îçò.

Ç Ýêöñáóç ôçò Ôïðï-IIá åßíáé õøçëüôåñç óôá
êýôôáñá ôïõ ìõåëïý ôùí ïóôþí, ôá ïðïßá åßíáé
ðëïýóéá óå ðñïìõåëïêýôôáñá êáé ìõåëïêýôôáñá,
åíþ äåí áíåõñßóêåôáé óôá þñéìá ïõäåôåñüöéëá.
Åðßóçò, ç ÔïðïúóïìåñÜóç ÉIâ åßíáé åëáôôùìÝíç Þ
äåí áíé÷íåýåôáé óôá þñéìá ïõäåôåñüöéëá. Ìå ôçí
âïÞèåéá åéäéêþí áíôéãüíùí ôá éóïìåñÞ ôçò Ôï-
ðïúóïìåñÜóçò IIá êáé ÉÉâ åíôïðßóôçêáí óå äéÜöï-
ñá ìÝñç ôïõ ðõñÞíá. Ç á ìïñöÞ áðáíôÜôáé óôï
êõôôáñüðëáóìá åíþ ç â ìïñöÞ åõñßóêåôáé óôïí
ðõñÞíá ÁõôÝò ïé 2 ìïñöÝò ôçò ÔïðïúóïìåñÜóçò
ÉÉ Ý÷ïõí äéáöïñåôéêÞ åõáéóèçóßá óôá öÜñìáêá3.

Ç ëåéôïõñãéêÞ äñáóôçñéüôçôá ôùí ôïðïúóïìå-

ñáóþí óõíßóôáôáé óôï óðÜóéìï ôçò Ýëéêïò ôïõ
DNA (ôçò ìßáò Ýëéêáò Þ êáé ôùí äýï åëßêùí ãéá
ôçí Ôïðï-I Þ Ôïðï-II áíôßóôïé÷á) ôï ïðïßï åðéôñÝ-
ðåé óôçí õðüëïéðç Ýëéêá ôïõ DNA íá ðåñÜóåé
ìÝóù ôïõ óðáóßìáôïò. ÌåôÜ ôï ðÝñáóìá ôçò Ýëé-
êáò ïé ôïðïúóïìåñÜóåò åðáíáóõíÜðôïõí (åðáíá-
óõãêïëïýí) ôéò óðáóìÝíåò Ýëéêåò ôïõ DNA4.

Ïé ôïðïúóïìåñÜóåò åßíáé óçìáíôéêÜ Ýíæõìá áðü
èåñáðåõôéêÞò ðëåõñÜò äéüôé åßíáé óôü÷ïé áñêå-
ôþí áíôéêáñêéíéêþí öáñìÜêùí. Ïé áíáóôïëåßò ôçò
ôïðïúóïìåñÜóçò ðáñåìâáßíïõí ìå ôï áóôáèÝò óý-
ìðëåãìá ôï ïðïßï äçìéïõñãåßôáé áðü ôï Ýíæõìï –
ôïðïúóïìåñÜóç êáé ôï DNA êáé ôï êáèéóôïýí ðå-
ñéóóüôåñï óôáèåñü. ÄéáöïñåôéêÜ ôï öÜñìáêï (áíá-
óôïëåßò ôçò ôïðïúóïìåñÜóçò) áíáóôÝëëåé ôï ôå-
ëåõôáßï êïììÜôé ôçò öõóéïëïãéêÞò äñáóôçñéüôç-
ôáò ôùí ôïðïúóïìåñáóþí, ðïõ áíôéðñïóùðåýåé
ôçí áíáäßðëùóç ôïõ DNA ìåôÜ ôçí ïëïêëÞñùóç
ôïõ ðåñÜóìáôïò ôçò Ýëéêïò ôïõ DNA5.

Ç äçìéïõñãßá ôïõ óôáèåñïý óõìðëÝãìáôïò DNA
– åíæýìïõ – öáñìÜêïõ åßíáé õðåýèõíç ãéá ôï
óôáìÜôçìá ôçò ìåôáãñáöÞò ôï ïðïßï áðïôåëåß
ôçí áðáñ÷Þ ãåãïíüôùí ðïõ ïäçãïýí óôçí áðü-
ðôùóç6.

ÐïëëÜ öÜñìáêá åßíáé ãíùóôÜ üôé áíáóôÝëëïõí
ôéò ôïðïúóïìåñÜóåò, ôá ðåñéóóüôåñá ôùí ïðïßùí
áíáóôÝëëïõí ôçí ÔïðïúóïìåñÜóç ÉÉ (Ðßíáêåò É, ÉÉ)
(Ó÷Þìá 1). Óôü÷ïò áõôþí ôùí öáñìÜêùí áðïôå-
ëåß ðåñéóóüôåñï ç Ôïðï-IÉá ðáñÜ ç Ôïðï-IIâ ç
ïðïßá óõó÷åôßæåôáé ðåñéóóüôåñï ìå ôçí äéáöïñï-
ðïßçóç7.

Áíáóôïëåßò ôçò ôïðïúóïìåñÜóçò É – ÉÉ

Ïé áíáóôïëåßò ôçò ôïðïúóïìåñÜóçò óôáèåñï-
ðïéïýí ôï óýìðëåãìá ôïðïúóïìåñÜóç-DNA ðñï-
óôáôåýïíôáò Ýôóé ôï óðÜóéìï ôùí åëßêùí ôïõ DNA

Ðßíáêåò É, ÉÉ. Áíáóôïëåßò ôçò ÔïðïúóïìÝñáóçò É-ÉÉ

Ðßíáêáò É Ðßíáêáò ÉÉ

Áíáóôïëåßò ôçò ÔïðïúóïìÝñáóçò É Áíáóôïëåßò ôçò ÔïðïúóïìÝñáóçò É

1. ÐáñÜãùãá êáìðôïèåêßíçò (ó÷Þìá 2) 1. Áíèñáêõêëßíåò (doxorubicin)
CPT-11 2. Åðéðïäïöõëëïôïîßíåò (VP-16, VM-26)
Topotecan 3. ÐáñÜãùãá áíèñáêåíßïõ (ìéôïîáíôñüíç,
9-áìéíïêáìðôïèåêßíç áíèñáðõñáæüëåò)

2. DX-8915 4. Åëëéðôéóßíåò
3. ÐáñÜãùãá Éíäïêáñâáæüëçò (ÍÂ-506) 5. Áêñéäßíåò (m-AMSA)

(J 107088) 6. Áêôéìïìõêßíç-D
4. ÁíÜëïãá ôçò êéíïëßíçò (ìéêôïß áíáóôïëåßò) 7. Áíôéãüíá ôçò êéíïëßíçò
5. ÁíÜëïãá ôçò êéíïîáëßíçò 8. ÁíÜëïãá ôçò êéíïîáëßíçò
6. Ampidicolin (7-ethyl-10hydroxy-camptothecin) 9. ÁíÜëïãá ôçò âåíæïöáéíáæßíçò (TAS-103, XR11576)

10. Ampidicolin (7-ethyl-10hydroxy- camptothecin)
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ðïúóïìåñÜóçò É. Ç Banyu Co áíÝðôõîáí íÝïõò
áíáóôïëåßò ôçò Ôïðïúóïìåñáóçò É áðü ðáñÜãùãá
ôçò éíäïêáñâáæüëçò ôá NB-506 êáé J107088 ôá
ïðïßá Ý÷ïõí Ýíá åõñý èåñáðåõôéêü ðëáßóéï. Ôï
J107088 âñßóêåôáé óå öÜóç É ìåëÝôç óôéò ÇÐÁ
êáé óôçí Éáðùíßá. ÁõôÜ ôá áíÜëïãá äåí åìöÜíé-
óáí êáìéÜ äéáóôáõñùìÝíç áíôßóôáóç ìå ôá öÜñ-
ìáêá ðïõ åêöñÜæïõí MDR-1 áíôßóôáóç12.

Íåþôåñá öÜñìáêá üðùò ôá áíÜëïãá ôçò êéíï-
ëßíçò, Ýäåéîáí ðáñüìïéá êõôôáñïôïîéêÞ äñÜóç ìå
ôçí ãíùóôÞ áíôéìéôùôéêÞ äñÜóç ôçò ôñéêõêëéêÞò
áêñßäéíï-4 êáñâïîáìßäçò (ìéêôüò áíáóôïëÝáò ôçò
ÔïðïúóïìåñÜóçò É-ÉÉ)13. ¸äåéîáí äñáóôçñéüôçôá
Ýíáíôé ôçò Jurkat áíèñþðéíçò ëåõ÷áéìéêÞò óåé-
ñÜò êáé ôùí óåéñþí JCA êáé JLC ïé ïðïßåò åßíáé
Ôïpo-II áíèåêôéêÝò ëåõ÷áéìéêÝò óåéñÝò, ðéóôåýï-
íôáò Ýôóé üôé ç êõôôáñïôïîéêÞ äñáóôçñéüôçôá ôïõò
äåí ïöåßëåôáé áðïêëåéóôéêÜ óôçí áíáóôïëÞ ôçò
ÔïðïúóïìåñÜóçò ÉÉ13. Tá áíÜëïãá ôçò êéíïîáëß-
íçò, Ýäåéîáí ëéãüôåñï êõôôáñïôïîéêÜ áðü ôá áíÜ-
ëïãá ôçò êéíïëßíçò, áëëÜ Ý÷ïõí ðáñüìïéï ôñüðï
äñÜóçò13.

Tá íåþôåñá áõôÜ áíÜëïãá Ýäåéîáí íá åßíáé
ìéêôïß áíáóôïëåßò êáé ôçò ÔïðïúóïìåñÜóçò É êáé
ôçò ÉÉ. ¹ôáí ôñåéò ëïãáñéèìéêÝò êëßìáêåò ðåñéó-
óüôåñï êõôôáñïôïîéêÜ áðü üôé ç DACA (tricyclic
acridine-4-carboxamide) êáé ç doxorubicin óå áí-
èñþðéíåò êõôôáñéêÝò ëåõ÷áéìéêÝò óåéñÝò, êáèþò
åðßóçò êáé óå áíèñþðéíåò êõôôáñéêÝò óåéñÝò êáñ-
êßíïõ ðá÷Ýïò åíôÝñïõ13.

ÌåôáöñáóôéêÜ äåäïìÝíá

ÌåëÝôåò áðü ôï Åñåõíçôéêü ÊÝíôñï Êáñêßíïõ
óôçí ÍÝá Õüñêç Ýäåéîáí üôé ïé áíáóôïëåßò ôçò
ÔïðïúóïìåñÜóçò É (êáìðôïèåêßíç) êáé ïé áíáóôï-
ëåßò ôçò ÔïðïúóïìåñÜóçò ÉÉ (ôåíéðïóßäç êáé áìóá-
êñßíç) åðéôåßíïõí ôçí áðüðôùóç óôéò ÇC-60 áí-
èñþðéíåò êáñêéíéêÝò êõôôáñéêÝò óåéñÝò14. Ïé åñåõ-
íçôÝò âñÞêáí ìéá ìÝèïäï þóôå íá ìåôñïýí ôï
óðÜóéìï ôçò ìïíÞò Þ ôçò äéðëÞò Ýëéêáò ôïõ DNA
óáí áðïôÝëåóìá ôçò åíåñãïðïßçóçò ôçò åíäï-
íïõêëåÜóçò ôùí HL-60 êáñêéíéêþí óåéñþí ðïõ
èåñáðåýïíôáé ìå ôïõò áíáóôïëåßò ôçò Ôïðïúóï-
ìåñÜóçò É Þ êáé ÉÉ14.

¢ëëïé åñåõíçôÝò áðü ôçí Éáðùíßá ÷ïñÞãçóáí
åôïðïóßäç êáé êáìðôïèåêßíç ïé ïðïßåò åðÝôåéíáí
ôçí áðüðôùóç áíèñþðéíùí êõôôáñéêþí êáñêéíé-
êþí óåéñþí áðü êáñêßíï ìáóôïý êáé ðñïóôÜôïõ.
ÊáôÜ ôç äéÜñêåéá ôçò áðïðôùôéêÞò äéáäéêáóßáò
ðáñáôçñÞèçêå áýîçóç ôïõ áíáóôïëÝá p27 ôçò
êéíÜóçò ôçò êõêëßíçò. Ç áíÜëõóç ìå êõôôáñïìå-
ôñßá ñïÞò Ýäåéîå üôé ç èåñáðåßá åß÷å óáí áðïôÝ-

êáé áñãüôåñá ôçí äçìéïõñãßá íÝùí åëßêùí. Ôï
óýìðëåãìá öÜñìáêï (áíáóôïëÝáò ôçò ôïðïúóï-
ìåñÜóçò) – DNA - ôïðïúóïìåñÜóç ðñïêáëåß ìç
áíáóôñÝøéìï óðÜóéìï ôçò äéðëÞò Ýëéêáò ôïõ DNA,
ôï ïðïßï ïäçãåß óôçí áðüðôùóç ìÝóù âéï÷çìé-
êþí Þ êáé ãïíéäéáêþí áëëáãþí (üðùò áýîçóç ôùí
åðéðÝäùí ôçò p53 ïãêïðñùôåßíçò9).

ÅñåõíçôéêÝò ìåëÝôåò Ýäåéîáí üôé ìéá êëÜóç
áíáóôïëÝùí ôçò ÔïðïúóïìåñÜóçò É, ïé êáìðôïèå-
êßíåò, Ýäåéîáí åíôõðùóéáêÞ êõôôáñïôïîéêÞ äñá-
óôçñéüôçôá Ýíáíôé áèõìéêþí ðïíôéêéþí óôá ïðïßá
åß÷áí åíåèåß áíèñþðéíïé üãêïé ðá÷Ýïò åíôÝñïõ10.
Ç äõíáôüôçôá ôùí êáìðôïèåêßíùí íá ðáñáêÜ-
ìðôïõí ôçí MDR-1 öáñìáêåõôéêÞ áíôßóôáóç åß-
íáé Ýíáò ðñüóèåôïò ðáñÜãïíôáò óôçí åíôõðù-
óéáêÞ ôïõò äñáóôçñéüôçôá óå äéÜöïñïõò ôýðïõò
üãêùí11.

Ç CPT-11 (êáìðôïèåêßíç) áíáðôý÷èçêå áðü
ôçí öáñìáêåõôéêÞ åôáéñåßá Xakult Honsha êáé
áðïôåëåß åãêåêñéìÝíç ÷çìåéïèåñáðåßá (óôéò ÇÐÁ
êáé óôçí Åõñþðç) ãéá ôïí êáñêßíï ôïõ ðá÷Ýïò
åíôÝñïõ, åðåéäÞ ï óõíäõáóìüò CPT-11 + 5FU +
LV Ýäåéîáí üöåëïò óôçí åðéâßùóç óõãêñéíüìå-
íïò ìå ôïí óõíäõáóìü 5FU + LV óå äõï ìåãÜ-
ëåò ôõ÷áéïðïéçìÝíåò ìåëÝôåò. Áêüìç óôçí Éáðù-
íßá ï óõíäõáóìüò CDDP – CPT-11 Þôáí êáëýôå-
ñïò áðü ôïí óõíäõáóìü CDDP-VP-16 ãéá ôç
èåñáðåßá ôçò åêôåôáìÝíçò íüóïõ óôï SCLC (ìé-
êñïêõôôáñéêü Ca ðíåýìïíáò). Áêüìç ï áíùôÝñù
óõíäõáóìüò åßíáé äñáóôéêüò êáé Ýíáíôé ôïõ Mç
Ìéêñïêõôôáñéêïý êáñêßíïõ ðíåýìïíïò12.

Ç Daiichi Pharmaceutical Co áíÝðôõîå Ýíá
ðåñéóóüôåñï äñáóôéêü áíÜëïãï ôçò êáìðôïèåêß-
íçò ôï DX-8915f 19 Ýíá íÝï áíáóôïëÝá ôçò Ôï-

Ó÷Þìá 1. Ôá áíÜëïãá ôçò êáìðôïèåêßíçò, óõíèåôéêÜ Þ
ìç, ùò ðáñÜãùãá ôçò ìçôñéêÞò ïõóßáò8.
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ëåóìá ôï óôáìÜôçìá ôïõ êýêëïõ óôçí öÜóç G2/
M. Áðü ôç ìåëÝôç óõìðåñáßíåôáé üôé áõôÜ ôá êýô-
ôáñá åéóÝñ÷ïíôáé óôçí öÜóç ôçò áðüðôùóçò ìå
ôç âïÞèåéá ôçò åôïðïóßäçò êáé ôçò êáìðôïèåêß-
íçò êáé ï áíáóôïëÝáò ôçò, åîáñôþìåíïò áðü ôçí
êéíÜóç ôçò êõêëßíçò ðáßæåé êÜðïéï ñüëï êáôÜ ôçí
äéÜñêåéá ôçò áðïðôùôéêÞò äéáäéêáóßáò20.

ÐáñáôçñÞèçêå áõîçìÝíç Ýêöñáóç ôçò Ôïðïú-
óïìåñÜóçò É óå óåìéíþìáôá êáé åìâñõúêÜ êáñêé-
íþìáôá áíèåêôéêÜ óôçí ÷çìåéïèåñáðåßá, êáé öáß-
íåôáé üôé ïé áíáóôïëåßò ôçò ÔïðïúóïìåñÜóçò É
ìðïñåß íá áðïôåëïýí ÷ñÞóéìá öÜñìáêá ãéá ôçí
÷çìåéïèåñáðåßá ôùí áíèñùðßíùí üãêùí áðü ãåí-
íçôéêÜ êýôôáñá (germ cells) áíèåêôéêþí óôçí
÷çìåéïèåñáðåßá16 (Ó÷Þìáôá 2, 3, 4).

 ÅñåõíçôÝò áðü ôï Memorial ôùí ÇÐÁ, áíá-
öÝñïõí üôé ç ðñïóèÞêç ôçò öëáâïðéñéäüëçò (ìßá
åîáñôþìåíç êõêëßíç ôçò êéíÜóçò) åíåñãïðïéåß ôçí
áðüðôùóç êáé åõáéóèçôïðïåß ôï êýôôáñï íá ïäç-
ãçèåß óå êõôôáñéêü èÜíáôï. ÐñïóèÝôïíôáò ôçí
öëáâïðéñéäüëç ìåôÜ áðü ôçí CPT-11 óôçí èåñá-
ðåßá áíèåêôéêþí üãêùí ôïõ ðá÷Ýïò åíôÝñïõ, õðÞñ-
îå äéðëáóéáóìüò ôçò óìßêñõíóçò ôïõ üãêïõ óå
áíèñþðéíåò êõôôáñéêÝò óåéñÝò áíèåêôéêþí üãêùí
ôïõ ðá÷Ýïò åíôÝñïõ (p-21, Hct 116) êáé óå áèõ-
ìéêÜ ðïíôßêéá (xenografts)17.

Ìßá íÝá ïìÜäá öáñìÜêùí ïé âåíæïöáéíáæßíåò
ìå êõñéüôåñï åêðñüóùðï ôï XR 11576, öáßíåôáé
üôé áíáóôÝëëïõí ôçí ÔïðïúóïìåñÜóç É êáé ÉÉ äñþ-
íôáò óå äéáöïñåôéêÝò öÜóåéò ôïõ êõôôáñéêïý êý-
êëïõ18.

Ç ×R 11576 (Ó÷Þìá 5), Ýäåéîå óçìáíôéêÞ êõô-
ôáñïôïîéêüôçôá Ýíáíôé åíüò ìåãÜëïõ “ðÜíåë” áí-
èñùðßíùí êõôôáñéêþí óåéñþí áðü äéáöüñïõò
üãêïõò (IC50: 6 – 47nM). Áêüìç áõôÞ ç ïõóßá äåí
åðçñåÜæåôáé áðü ôçí MDR-áíôßóôáóç ðïõ õðå-

Ó÷Þìá 5. ÄïìÞ ôïõ XR11576

Ó÷Þìá 4. Èåôéêüôçôá óôçí êáèÞ-
ëùóç ôïõ ðõñÞíá. Åßíáé åìöáíÞò ç
éó÷õñÞ èåôéêüôçôá ôçò ôñéöáóéêÞò
ìßôùóçò

Ó÷Þìá 3. Éó÷õñÞ Ôïðï-É èåôéêüôçôá
óå üãêïõò “yolk sac”.

Ó÷Þìá 2. Éó÷õñÞ Ôïðï-É èåôéêüôçôá
óå þñéìï ôåñÜôùìá ìåôÜ áðü ÷ç-
ìåéïèåñáðåßá. Öáßíåôáé ç èåôéêüôç-
ôá ÷ïíäñïêõôôÜñùí êáé êïêêþäåò
åðéèÞëéï.

ñåêöñÜæåé ôçí p ãëõêïðñùôåÀíç, Þ ôçí ðñùôåÀ-
íç ðïõ óõíäÝåôáé ìå ôçí MDR, Þ áðü ôçí ÷áìçëÞ
Ýêöñáóç ôçò TïðïúóïìåñÜóçò ÉÉ. Ç ïõóßá Ýäåéîå
ðáñüìïéï öáñìáêïêéíçôéêü ðñïößë äñÜóçò óå
ðïíôßêéá ìåôÜ áðü IV Þ p.os. ÷ïñÞãçóç. Áêüìç
Ýäåéîå äñáóôçñéüôçôá in vivo óå Ýíá áñéèìü üãêùí
üðùò: (H69/p) êáé (H69/LX4) áíèñþðéíåò êõôôá-
ñéêÝò óåéñÝò áðü ìéêñïêõôôáñéêü êáñêßíï ðíåý-
ìïíá ðïõ åêöñÜæïõí ðïëëáðëÞ öáñìáêåõôéêÞ
áíôßóôáóç, êáèþò êáé óå áíèåêôéêÝò óåéñÝò MC26,
HT29, êáñêßíïõ ðá÷Ýïò åíôÝñïõ ìåôÜ áðü IV Þ
p.os. ÷ïñÞãçóç.

Ç äñáóôçñéüôçôá ôçò XR11576 åßíáé ðáñü-
ìïéá ìå ôçò TAS-103 (Ýíáò áêüìç áíáóôïëÝáò
ôçò ÔïðïúìåñÜóçò É êáé ÉÉ). Öáßíåôáé üôé ç XR
11576 åßíáé Ýíá íÝï õðïó÷üìåíï áíôéêáñêéíéêü
öÜñìáêï ìå IV êáé p.os. äñáóôçñéüôçôá êáé åðéëÝ-
÷ôçêå ãéá ðåñáéôÝñù áíÜðôõîç19

.

H aphidicolin, Ýíáò íÝïò áíáóôïëÝáò ôçò DNA
ðïëõìåñÜóçò, åðéôåßíåé ôï äéöáóéêü äéðëü óðÜóé-
ìï ôùí åëßêùí ôïõ DNA êáé åíåñãïðïéåß ôñåéò
åðáíïñèùôéêÝò ðñùôåÀíåò ôïõ äéðëïý óðáóßìá-
ôïò ôùí åëßêùí ôïõ DNA [DNA-dependent protein
kinase (DNA-PK), NPS1-MRE11-RAD50 and
BRCA1], ïé ïðïßåò åðáíáóõãêïëïýí ôéò Ýëéêåò ôïõ
DNA20 (Ó÷Þìá 6).
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íï ðíåýìïíá êáèþò åðßóçò êáé óçìáíôéêÝò ìå-
ôáëëÜîåéò óôï ãïíßäéï ôçò Ôïðï-É22. Óå Ýíá ìåãÜ-
ëï ðÜíåë êõôôáñéêþí óåéñþí áðü êáñêßíï ðíåý-
ìïíá, âñÝèçêå ìüíï ìéá óçìáíôéêÞ ìåôÜëëáîç óôï
ãïíßäéï ôçò Ôïðï-ÉÉá. ÁõôÞ ç ìåôÜëëáîç áöïñïý-
óå Ýíá ìÝñïò ôïõ ÷ñùìïóþìáôïò 3 êáé ðñïêá-
ëïýóå åëÜôôùóç ôçò ðåñéåêôéêüôçôáò ôïõ åíæý-
ìïõ óå DNA êáé áõôü ðñïêáëïýóå åëáôôùìÝíç
áíôßóôáóç óôï öÜñìáêï9.

ÅñåõíçôÝò áðü ôï ÐáíåðéóôÞìéï ôïõ Louis-
ville (ÊåíôÜêõ – ÇÐÁ) âñÞêáí üôé ï ìåôáãñáöéêüò
ðáñÜãùí Å2F-1 (ðñùôåÀíç) êáé ç õðåñÝêöñáóÞ
ôïõ óå üãêïõò áðü ìåëÜíùìá óõíäÝåôáé ìå ÷ç-
ìåéïáíèåêôéêüôçôá óôïõò áíáóôïëåßò ôçò Ôïðïú-
óïìåñÜóçò ÉÉ. ÁõôÞ ç ðñùôåÀíç ðáñåìâáßíåé óôïí
ðïëëáðëáóéáóìü ôïõ êõôôÜñïõ, áëëÜ áðïôåëåß êáé
Ýíá åíäéÜìåóï ìïíïðÜôé ôçò áðüðôùóçò. Óõíäýá-
óáí èåñáðåßá ìå áäñéáìõêßíç Þ åôïðïóßäç ìáæß
ìå Å2F-1 (öïñÝá áðü áäåíïúü ãéá ìåôáöïñÜ ãïíé-
äßïõ) óå êõôôáñéêÝò óåéñÝò ìåëáíþìáôïò êáé âñÞ-
êáí üôé ç óõíäõáóìÝíç ãïíéäéáêÞ èåñáðåßá ìå
ôïõò áíáóôïëåßò ôçò ÔïðïúìåñÜóçò ÉÉ ðñïóÝöåñå
87% êáé 91% åëÜôôùóç ôïõ ìåãÝèïõò ôïõ üãêïõ
áíôßóôïé÷á, óõãêñéôéêÜ ìå ôéò ïìÜäåò åëÝã÷ïõ (p
< 0,002) óå áñóåíéêÜ áèõìéêÜ ðïíôßêéá23.

ÁíáöÝñïõí üôé õðÞñîå óõíåñãéêÞ äñÜóç óôçí
áðüðôùóç (ðñïãñáììáôéóìÝíï êõôôáñéêü èÜíáôï).
ÌåôÜ ôçí óõíäõáóìÝíç èåñáðåßá ôï Ad-E2F-1 (ôïí
áäåíïúü ãéá ôçí ìåôáöïñÜ ãïíéäßïõ) êáé ôïõò
áíáóôïëåßò ôçò ÔïðïúìåñÜóçò ÉÉ (áäñéáìõêßíç Þ
åôïðïóßäç) in vitro óå êõôôáñéêÝò óåéñÝò áðü ìå-
ëÜíùìá êáé in vivo óå áèõìéêÜ ðïíôßêéá. Áõôü
áíïßãåé íÝåò èåñáðåõôéêÝò óôñáôçãéêÝò óõíäõá-
óìïý áíáóôïëÝùí ÔïðïúóïìåñÜóçò êáé Ãïíéäéá-
êÞò èåñáðåßáò óôï ìÝëëïí23.

Ó÷Þìá 6. Áíß÷íåõóç ôçò áðüðôùóçò ìåôÜ áðü èåñá-
ðåßá ìå IC

50 
SN-38. Ôá áðïðôùôéêÜ êýôôáñá áíé÷íåýï-

íôáé ìå ôï TUNNEL ðåßñáìá. Áðåéêïíßæïíôáé äýï ðá-
ñáäåßãìáôá: Á. ôï control ÷ùñßò èåñáðåßá êáé Â. 48
þñåò ìåôÜ èåñáðåßá. C. ìå ôçí ìÝèïäï Western blot
âëÝðåôå ôçí ìåßùóç ôçò PARP [poly(ADP-ribose)poly-
merase].

Áíôßóôáóç óôïõò áíáóôïëåßò ôçò ôïðïúóïìÝ-
ñáóçò

Ðéóôåýåôáé üôé óôçí äéáäéêáóßá ðñüêëçóçò
áíôßóôáóçò óôïõò áíáóôïëåßò ôçò ÔïðïúóïìåñÜ-
óçò åõèýíïíôáé äýï ìç÷áíéóìïß 21:
1) ÅëáôôùìÝíá åðßðåäá ôçò Ýêöñáóçò Þ ôçò

äñáóôçñéüôçôáò ôïõ ãïíéäßïõ ôçò Ôïðïúóïìå-
ñÜóçò ÉÉ êáé

2) ÌåôáëëÜîåéò ôïõ ãïíéäßïõ ôçò ÔïðïúóïìåñÜ-
óçò ÉÉ.
Ç åîáêñßâùóç ôùí óçìåéáêþí ìåôáëëÜîåùí óå

ðïëëÜ óçìåßá ôïõ ãïíéäßïõ ôçò Ôïðï-IÉá ðåñéãñÜ-
öôçêå óå äéÜöïñåò êõôôáñéêÝò óåéñÝò áðü êáñêß-

ABSTRACT

G.F. SAMELIS: Topoisomerase inhibitors: an update review

Topoisomerases are ubiquitous enzymes and they take an active part in several steps of DNA
metabolism, like DNA synthesis and transcription. Their activity is represented in a cut into the
DNA double helix (single strand or double strand cut, determined by topoisomerase I and II,
respectively) which allows to the other DNA strand (in the case of Topo-I) to pass through the
break. After the strand passage topoisomerase themselves reveal the transient DNA break.
Topoisomerase inhibitors interact with the transient complex, which is formed between enzyme
and DNA (so called cleavable complex), and make it more stable. The formation of the ternary
complex DNA – enzyme – drug is responsible for the block of the replication fork that starts a
cascade of events, which eventually lead to cell death (apoptosis). Several drugs are known to
inhibit topoisomerases, but most of them inhibit topoisomerases II. The new inhibitors (cinoline
analogs, cinoxaline analogs, amphidicolin etc.) are mixed Topo-I and II inhibitors. Camptoth-
ecins (Topo-I inhibitors) could overcome MDR-1 drug resistance. Two mechanisms suggested
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causing resistance to topoisomerase inhibitors: reduced levels of Topoisomerase expression
or activity and gene mutations. The newer analogs are mixed Topo-I and Topo-II inhibitors
they had strong antitumor activity in vivo and in vitro and they showed impressive results
when they had been combined with gene therapy in tumor xenografts in different tumor types.
Key words: Newer topoisomerase inhibitors, cancer, gene therapy. Forum of Clinical On-
cology 1 (4):195-201, 2002.
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ÓÅËÉÄÅÓ ÌÏÑÉÁÊÇÓ ÏÃÊÏËÏÃÉÁÓ

Gatekeepers of the cell cycle

Samuel Murray

The cell cycle consists of a set of predefined
phases that follow a logical progression from G0

(quiescence, a non cycling state), through G1 (gap1:
a preparatory and regulatory phase), S (where
DNA replication takes place), G2 (gap2: a poorly
understood preparatory phase) and M (mitosis:
where accurate segregation of duplicated sets of
chromosomes into two daughter cells occurs). In
order to properly control and co-ordinate the tran-
sitions, thereby retaining the integrity of DNA du-
plication and forward progression of the cell cycle
without disruption, a host of proteins integrate
performing certain checks that are rate limiting.

Considering that one of the hallmarks of can-
cer is uncontrolled cellular proliferation, knowledge
of these early steps of G1-S commitment will pro-
vide invaluable information for the development of
strategies to stabilize progression. In this over-
view the G1-S transition that includes a cell cycle
commitment checkpoint will be primarily discussed.

Decision Making

A cell simultaneously receives mitogenic and
anti-mitogenic signals in its cellular microenviron-
ment. These include growth factors, hormones,
physical interaction with other cells and radiation.
The culmination of these signals acts at a certain
point in G1 where the cell commits to the decision
to proceed through the mitotic cell cycle or not to
commit and remain quiescent. Since the decision

once made is irreversible, much attention has been
placed on the decision-making processes. How
mitogenic and anti-mitogenic signals are interpreted
by the gatekeepers of G1-S entry and at later
stages of the cycle are slowly being unraveled at
the molecular level.

In the processes that lead to cells entering
S-phase, signals converge on the activities of
the CDKs. The cycl in-dependent kinases
(CDKs), a family of at least 9 members, peri-
odically form complexes with factors known
as cyclins (there are many cyclins, A through
T). In doing so, they regulate different phases
of the cell cycle; being capable of controlling
biological pathways, integrating mitogenic and
growth inhibitory signals, chromosome integri-
ty, DNA replication, mitosis, spindle formation
and morphogenic changes.

There are currently three families of proteins
known that are capable of suppressing CDK-me-
diated S-phase entry: Ink4, Cip/Kip and the pRb
pocket-proteins:
- Ink4 proteins act through antagonizing the for-

mation and activation of Cyclin D-CDK4/6 com-
plexes, and thus pRb.

- Cip/Kip inhibitors target the CDK2 kinases
participating in the inactivation of pRb.

- pRb pocket-proteins modulate the activity of
E2F transcription factors and histone deacety-
lases.
The co-ordination and redundancy of these

pathways still remains to be elucidated, however,
it appears that there is a certain point in the G1-
S transition where innate machinery takes over
and the cell becomes committed to cell cycle
progression.

ÄéåõèõíôÞò ÔìÞìáôïò ÌïñéáêÞò Âéïëïãßáò & Ãåíåôé-
êÞò, Íïóïêïìåßï Metropolitan, 18547 NÝï ÖÜëçñï,
ÁèÞíá. Ôçë. 210 4809000, Fax. 210 4809245, e-mail:
smbhsam@hotmail.com
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Unlocking transcriptional repression with kinases

It is not currently apparent in what format the
mitogenic/anti-mitogenic signaling pathways inform
initiation of the G1 transition, either by cross talk
and initiation or directly at the cell cycle machin-
ery. At this point a series of holoenzyme complex-
es comprised of a regulatory subunit (the cyclin)
and a catalytic subunit (the cyclin-dependent ki-
nase, CDK) are the modulators of G1-S transition,
see (Figure 1).

During the progression through G1 there is an
increase in the levels of the D-type cyclins, and in
a mitogenic regulated manner they associate with
and activate latent CDK4 or CDK6. There are
three D-type cyclins, D1, D2 and D3 that are
expressed in a cell-specific manner, however, there
appears to be redundancy and expression over-
lap in proliferating tissues. CDK4 and CDK6 are
generally co-expressed in many cell types; how-
ever, CDK6 does not appear to fully compensate
for the activity of CDK4. Later in G1, following the

wave of cyclin D-dependent kinase activation there
is an increase in the levels of cyclin E-CDK2
activity. Both cyclin E and CDK2 are ubiquitously
expressed. Their assembly, unlike that of cyclin D-
CDK4/6, is not mitogen-dependent. Both of these
cyclin-CDK complexes assist in promoting S-phase
entry through the phosphorylation of pRb result-
ing in the release of E2F transcription factors
from an inactive or repressive pRb-E2F complex.
It appears that phosphorylation of the pRb-E2F
complex by cyclin D-associated kinase releases a
histone deacetylase activity alleviating transcrip-
tional repression. The cyclin E-associated kinase
is then thought to phosphorylate the complex fur-
ther, thereby dissociating the pRb-E2F complex
by disruption of the pocket domain.

Dephosphorylation and phosphorylation of the
CDKs are themselves controlled by various ac-
cessory phosphatases and kinases. The CDK-as-
sociated protein phosphatase KAP is a dual-spec-
ificity protein phosphatase that dephosphorylates
CDK2 in a cell dependent manner. KAP is ex-

Figure 1: CDKs in the cell cycle and G
1
/S commitment.

CDK, cyclin-dependent kinase; Cip, CDK interacting protein; HDAC, histone deacetylase; Ink4, Inhibitor of CDK4;
Kip, Kinase inhibitory protein, PP-I, protein phosphatase 1; pRb, product of the retinoblastoma susceptibility gene.
* = cell cycle checkpoint.
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pressed at the G1/S transition forming stable com-
plexes with CDK2. The binding of cyclin A to
CDK2 inhibits the dephosphorylation process but
does not prevent binding of KAP to the cyclin A-
CDK2 complex.

Transcriptional targets for E2F include genes
involved in DNA metabolism, some protooncogenes,
cell-regulatory proteins and interestingly cyclins
A and E. Therefore pRb and cyclin E-associated
kinase activity may form a feedback loop, rein-
forcing the commitment to S phase and the cell
cycling. Release of E2F by phosphorylation of pRb
also results in expression of cyclin A, but this
possibly only occurs once the cell is committed,
and that there appears to be a negative feedback
loop that limits cyclin A expression via cyclin A-
CDK2 phosphorylation. Cyclin A-CDK2 is also
suggested as being capable of phosphorylating
pRb, this too fits well with maintaining commit-
ment to cell cycle progression as cyclin-A is de-
graded during M-phase. Other transcription fac-
tors capable of regulating cyclin A transcription
include TFIID, MDM2, cAMP and TGF-beta. Also
note that in some cases cyclin E can compensate
for cyclin D.

There are two other pocket protein family
members, p130 (pRb2) and p107. Like pRb they
can bind and modulate the activity of E2F tran-
scription factors. Similarly they can interact with
histone deacetylases indicating the possibility of
regulating chromatin structure and thereby tran-
scriptional availability of E2F. There are a number
of E2F members, E2F1, E2F2, E2F3, E2F4, and
E2F5. The pRb proteins 130 and 107 preferen-
tially associate with E2F4 and E2F5, while pRb
preferentially associates with E2F1, E2F2, E2F3
and E2F4. Their regulation is based upon phos-
phorylation in a cell-cycle phase dependent man-
ner, e.g. p130-E2F are found in growth arrest and
p107-E2F complexes in S-phase. The exact roles
of these two pocket proteins and the selectivity
of complex formation still require further investi-
gation. Presently, p130 appears to play a role in
G0/G1 transition or the maintenance of quiescence
as phosphorylation follows reentry into the cell
cycle. p107 appears to be functional in late G1

and S-phase possibly following commitment.

Latter phases of the cell cycle

S-phase: Cyclin A-CDK2 is involved in the
commitment to G1-S transition and maintenance
through S-phase. The release of E2F by cyclins D

and E allows for E2F to activate the cyclin A
promoter which is repressed during G0/G1. Cyclin
A is implicated in DNA replication and has been
localized to sites of replication. Cyclin-A is later
degraded in M-phase. At the S/G2 boundary CDK2
is replaced by another cyclin-dependent kinase
CDK1 (also known as CDC2). The phase is char-
acterized by DNA replication. Inefficiencies in mis-
match repair that may occur during this phase
may result in predisposition of some individuals to
cancer.

G2 to M transition: The subsequent transition
from DNA synthesis to mitosis through G2/M is
carefully orchestrated by factors including the B-
type cyclin-regulated (CDC2) kinase CDK1, which
first forms a complex with cyclin A and then for
the duration of G2/M with cyclin B. Cyclin B syn-
thesis begins in late S-phase and early G2, regu-
lating the point by which cyclin A-CDC2 is no
longer required and cyclin B-CDC2 drives mitotic
exit. Targets of the complex include MAP kinase
and MPM2 kinase. The cyclin B-CDC2 complex is
also known as MPF (maturation-promoting factor).
Phosphorylation of CDC2 keeps it inactive until
completion of DNA replication (S phase). Two phos-
phatases, HWEE1 and Hmyt1 perform this func-
tion possibly in a cyclin dependent fashion. At the
G2/M transition CDC2 inhibitory phosphorylation
is removed by the dual specificity phosphatase
CDC25C allowing mitosis to begin.

M to G1 transition: Following entry into
prophase cyclin B is degraded. Little is known
about spindle formation-degredation, or the resulting
cytokinesis. During M-phase dephosphorylation of
pRb occurs, possibly by PP-I, and the pRb-E2F
complex is reformed.

Commitment and G
1
-S cell cycle entry inhibitors

The control of commitment placed at the level
of the CDK4/6 and CDK2 kinases includes: cyclin
expression levels, cyclin-CDK complex formation
and phosphorylation. Other regulatory mechanisms
include availability of ATP, or substrate, and a
series of CDK inhibitors; the Ink4 and Cip/Kip
family members.

Ink4 family:
There are currently four members of the Ink4

(inhibitor of CDK4) family: p16Ink4a, p15Ink4b,
p18Ink4c and p19Ink4d. They can all inhibit cyclin
D-associated kinase activity by competing with
CDK subunit binding. Their regulation of expres-
sion is as yet not well characterized. p16Ink4a is
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classified as a tumor suppressor following corre-
lation of mutations associated with melanoma, and
p15Ink4b is induced by TGF-beta. Less is known
about p18Ink4c and p19Ink4d apart from their
preference for CDK6 and that there expression is
differentially regulated during development.

Cip/Kip family:
The Cip/Kip (Cdk interacting protein/ Kinase

inhibitory protein) family includes p21Cip1, p27Kip1
and p57Kip2. They function as stoichiometric in-
hibitors of CDK2-containing complexes. Cyclin D-
CDK complexes on the other hand are unaffected
by Cip/Kip proteins even requiring CKIs for prop-
er formation. However, this does not exclude inhi-
bition of cyclin D-dependent kinase activities as
their common inhibitory domain can also causes
inhibition of CDK4-containing complexes, indicat-
ing that the story is rather more complex. p21Cip1
is also known as Sdi1 (senescent cell-derived in-
hibitor) and Waf1 (wild-type p53-activated frag-
ment). It is predominantly regulated at the tran-
scriptional level, and protein levels increase fol-
lowing exposure to DNA damaging agents in wild
type but not in mutant p53-containing cells. There-
fore it is involved in p53-dependent DNA damage
induced G1 arrest. Cip1 also associates with PCNA
indicating an additional mechanism by which it
can inhibit DNA synthesis. The regulation of
p27Kip1 appears complex occurring at the levels
of transcription, translation, proteolysis and local-
ization. Anti-mitogenic signals including, cell-cell
contact, TGF-beta, cAMP and rapamycin induce
its accumulation. It is suggested that p27 plays a
central role in the decision of commitment; how-
ever, loss of p27 only delays the decision. The
p57Kip2 allele is imprinted and only the maternal
allele is expressed. It is not only involved in the
commitment decision but also the decisions of
apoptosis.

There is one further class of CKI, which in-
cludes the protein 14-3-3 sigma. This protein can
specifically interact with CDK2, CDC2 and CDK4
blocking cell cycle progression. It is expressed in
a p53 dependent fashion and is thought to be
involved in G2 cell cycle checkpoint control after
DNA damage. It has also been shown to seques-
ter cyclin B-CDC2 complexes in the cytoplasm
during G2 arrest and its absence allows cyclin B-
CDC2 complexes to enter the nucleus.

The beginning of the end

Some simple facts to remember: A) Both cy-

clin D- and E-dependent kinase activity co-oper-
ate in the inactivation of pRb during G1, however,
cyclin D activity is dispensable in pRb negative
cells indicating that the system is non-redundant.
B) Although co-expression of cyclin D- and E- is
rate limiting for entry into S-phase, the G1 phase
is shortened with individual expression, indicating
rate limitation and cross talk. C) Since cyclin E
can compensate for cyclin D1 and that cyclin E is
a target for E2F activity the proteins share a
common pathway that branches at cyclin E. D)
Over expression of EF2 itself is not sufficient for
S-phase entry, CDK2 activity is still required.

Is the activation of cyclin E-CDK2 the begin-
ning of the end?

If we look at how the cell responds to mitoge-
ns and anti-mitogens and concentrate on forming
a balance between Kip and cyclin D-CDK4 ensur-
ing activation of cyclin E-CDK2 how is the com-
mitment irreversible: the expression of cyclin D1,
assembly with CDK4 and their turnover are regu-
lated largely through mitogen activation, thus mi-
togens feed into cyclin E-CDK2 activation via cyclin
D-CDK4 inactivation of pRb. Anti-mitogenic sig-
nals can either directly up regulate Kips, or by up
regulating Ink4 result in displacement of cyclin D-
CDK bound Kip. Furthermore, any release of E2F
results in a positive feedback through the up reg-
ulation and expression of cyclin E that can se-
quester Kip. Such events would lead to irrevers-
ible entry into S-phase that would be refractory to
further additional extracellular signals. Note, how-
ever, that this simplified scenario may not be the
case for all cells, and various factors are still
missing.

Implications for Cancer

There is little doubt that alterations of these
pathways lead to proliferative disorders: pRb is a
tumor suppressor for familial retinoblastoma and
p16 (or p14/ARF) functions as a tumor suppres-
sor in melanoma. There is interest in these gate-
keepers since they appear to act in a common
route to cell proliferation. Aberrations include both
those leading to a gain of function, positive regu-
lators such as amplification of cyclin D or CDK4;
and those that result in a loss of inhibitory capac-
ity such as deletions or loss of function mutations
in Ink4 or pRb. Any such alteration will lead to an
overly activated proliferative signal promoting de-
regulated S-phase entry in a way that ignores
growth factor signals with loss of G1 checkpoints.
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For example: over expression of CDK4 or cy-
clin D, or the inactivation of p16 will result in
sequestering of Kip thereby allowing for activation
of cyclin E-CDK2. Here again the ability of cyclin
D sequestering Kip assists to explain how alter-
ations in the pRb ‘mitogen-dependent arm’ are
frequent in tumors as they can be indirectly trans-
mitted to the ‘anti-mitogenic arm’ composed of
p27.

There is also the other point of reference, p53.
p53 participates in a cell cycle checkpoint signal
transduction pathway that causes either G1 arrest
or apoptotic cell death following DNA damage.
Loss of p53 during tumorigenesis can result in
inappropriate cell cycle progression after DNA
damage and survival of an otherwise unwanted
cell. Both events lead to increased genetic insta-
bility and malignant transformation. Approximately
50% of all tumors have abnormal p53 genes and
thus develop mechanisms of inactivating p53 func-
tion by over expression of mdm2 or through infec-
tion with HPV. With MDM2 transcriptionally regu-
lating cyclin A and the involvement of Waf1
(p21Cip1) in p53 dependent DNA damage induced
G1 arrest indicate that there is integration of the
p53 pathway in G1/S transition. Therefore, in cells
that do not harbor p53 mutations, dysregulation
of cyclins, CDKs or CKIs may impinge upon the
same pathways, at a different point, resulting in
cellular proliferation, genetic instability and malig-
nant transformation.

Targeting of CDKs for anticancer therapy

There are various agents being intensively stud-
ied as potential antineoplastics through CDK mod-
ulation. Molecules categorized as ‘direct inhibi-
tors’, function by inhibition of the catalytic func-

tions of activated CDKs, and ‘indirect inhibitors’
act by transforming the activation state of CDKs.
By correcting cell-cycle checkpoints, CDKs can
selectively ‘push’ tumor cells towards apoptosis;
therefore, their inhibitors potentially act through
apoptotic pathways. CDK modulators currently in
clinical development include:
- The direct inhibitors: purines and purine ana-

logs (olomucine, roscovitine), natural or syn-
thetic products (flavopiridol, staurosporine, UCN-
01, suramine), and peptides (p16-p21 mimics).

- The indirect modulators include molecules that
decrease the levels of cyclin D (rapamycin),
molecules that increase the expression of en-
dogenous CDK inhibitors (retinoids, butyrates)
and molecules that inhibit cell cycle check-
point control (UCN-01, phosphatase inhibitors)
–see Figure 2.
Flavopiridol is one of the most studied CDK

inhibitors, which causes arrest of the cell cycle at
G1 or G2 and inhibits the activation and action of
several CDKs, especially of CDK1, CDK2 and
CDK4. It represents the first CDK modulator to
enter clinical studies. It inhibits several other pro-
tein kinases, such as protein kinase-C and A, as
well as EGFR, showing multiple clinical actions
that are potentially unique compared to other an-
ticancer agents. In phase I studies, dose-limiting
toxicity included diarrhea, with regimens of con-
tinuous i.v. infusions over 3 days. Studies include
lymphoma patients, CLL and prostate cancer, in
combinations with cisplatin or paclitaxel.

Rapamycin is a natural product (a macrolide
initially isolated as a pesticide from bacterium
Streptomyces hygroscopicus) with antimicrobial,
immunosuppressive and anticancer properties.
Pharmacological action follows ligation to the in-
tracellular protein FK506 and subsequent inhibi-

Figure 2: Modulators of cell dependent kinases
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tion of its protein kinase, mTOR. mTOR signals
two different control pathways for the transcrip-
tion of specific mRNAs. Inhibition of mTOR leads
to cell cycle arrest in phase G1. Rapamycin and
its soluble analog CCI-779 (produced for intrave-
nous use) have entered clinical studies for their
potential anticancer actions. Initial phase I studies
have shown that CCI-779 administered as a 30-
min infusion every week, demonstrates antican-
cer activity in several solid tumor types, with min-
imal toxicity, consisting mainly of skin rash.

A large number of peptides that mimic the
behavior of natural proteins important in the cell
cycle have been produced synthetically and are
being studied for their potential anticancer activi-
ties. Examples include the peptides CYC101,
CYC102 and CYC103, with sizes smaller than 10
amino acids. Other peptide CDK modulators,
CYC202 and CYC400 have successfully concluded
preclinical study and are now in early clinical de-
velopment.

Other molecules that are currently being stud-
ied include Apo2 Ligand/TRAIL (tumour necrosis
factor-related apoptosis-inducing ligand), inhibitors
of serine/ threonine kinases, inhibitors of histone

deacetylases (HDACs) such as hydroxamic acid
(SAHA) and pyroxamide. These agents appear very
active both in vitro and in vivo, causing growth
inhibition and apoptosis. Studies also expand to
molecules that target DNA repair and mechanisms
of drug resistance. Such an example is the thera-
peutic development of Ï6-benzylguanine (O6-BG),
an inhibitor of the DNA repair enzyme, ÁGT O6-
alkylguanine-DNA alkyltransferase. Inhibition results
in protection from drug resistance to chemothera-
peutic agents such as nitrosureas and alkylating
agents (temozolomide, procarbazine). The mole-
cule O6-BG is in phase II clinical studies, with
very encouraging initial results.

Finally, inhibitors of Signal Transducers and
Activators of Transcription (STATs), molecules with
a primary role in tumourigenesis, are being devel-
oped both as direct inhibitors (especially for Stat3
and Stat5) and via gene therapy strategies for the
inhibition of signaling through STATs. A large num-
ber of other important molecules are currently in
preclinical development and are expected to dem-
onstrate significant anticancer properties, many
of which modulate the gatekeepers of the cell
cycle.
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Óêïðüò: Íá áîéïëïãÞóïõìå ôçí áóöÜëåéá êáé ôçí áðïôåëåóìáôéêüôçôá ôçò ÷ïñÞãçóçò ôïõ
ZD1839, åíüò åêëåêôéêïý, áðü ôïõ óôüìáôïò ÷ïñçãïýìåíïõ, áíáóôïëÝá ôïõ õðïäï÷Ýá ôïõ
åðéäåñìéêïý áõîçôéêïý ðáñÜãïíôá (Epidermal Growth Factor Receptor, EGFR), ùò ìïíïèåñá-
ðåßá óå ðñïèåñáðåõìÝíïõò áóèåíåßò ìå ðñï÷ùñçìÝíï ìç-ìéêñïêõôôáñéêü êáñêßíï ôïõ ðíåý-
ìïíá. Áóèåíåßò-Èåñáðåßá: ÔñéáíôÜ Ýíáò áóèåíåßò ìå ðñï÷ùñçìÝíï, ìç-÷åéñïõñãÞóéìï (óôÜäéï
ÉÉÉÂ-IV) NSCLC, ïé ïðïßïé åß÷áí ëÜâåé ìéá Þ äýï ðñïçãïýìåíåò ãñáììÝò ÷çìåéïèåñáðåßáò,
Ýëáâáí áðü ôïõ óôüìáôïò ZD1839 250 mg çìåñçóßùò. Ïé áóèåíåßò ðïõ åß÷áí ëÜâåé ìüíï ìßá
ðñïçãïýìåíç ãñáììÞ ÷çìåéïèåñáðåßáò Ýðñåðå íá åßíáé ãéá ïðïéïäÞðïôå ëüãï áêáôÜëëçëïé
ãéá ÷ïñÞãçóç äåýôåñçò ãñáììÞò ÷çìåéïèåñáðåßáò. ÁðïôåëÝóìáôá: Ôï ðïóïóôü åëÝã÷ïõ ôçò
íüóïõ Þôáí 32% (1/31 áóèåíåßò åß÷å ìåñéêÞ áíôáðüêñéóç êáé 9/31 óôáèåñÞ íüóï) êáé ç
äéÜìåóç óõíïëéêÞ åðéâßùóç 23 åâäïìÜäåò (åýñïò:4-40). Âåëôßùóç ôùí óõìðôùìÜôùí ôçò
íüóïõ êáé ôçò ðïéüôçôáò æùÞò ðáñáôçñÞèçêå óôï 39% ôùí áóèåíþí óõíïëéêÜ êáé óôï 83%
ôùí áóèåíþí ïé ïðïßïé ðáñïõóßáóáí Ýëåã÷ï ôçò íüóïõ. Ï äéÜìåóïò ÷ñüíïò ìÝ÷ñé ôçí âåëôßù-
óç ôùí óõìðôùìÜôùí Þôáí ôñåéò åâäïìÜäåò (åýñïò 2-4). Ïé áíåðéèýìçôåò åíÝñãåéåò Þôáí
ó÷åôéêÜ Þðéåò (grade I-II) êáé áíáóôñÝøéìåò êáé áöïñïýóáí êõñßùò äåñìáôéêü åîÜíèçìá, äéÜñ-
ñïéá êáé êáôáâïëÞ. ÓõìðåñÜóìá: Ôï ZD1839 åìöÜíéóå êëéíéêÜ áîéüëïãç äñáóôéêüôçôá êáé
ïäÞãçóå óå óçìáíôéêÞ âåëôßùóç ôçò ðïéüôçôáò æùÞò, óå áõôÞ ôçí ïìÜäá ôùí âáñéÜ ðñïèåñá-
ðåõìÝíùí áóèåíþí ìå NSCLC. ÅðéðëÝïí ç ÷ïñÞãçóç ZD1839 ðáñïõóßáóå åîáéñåôéêÜ ìéêñÞ
ôïîéêüôçôá ìå ôçí ðëåéïíüôçôá ôùí áíåðéèýìçôùí åíåñãåéþí íá åßíáé Þðéåò êáé áíáóôñÝøé-
ìåò. ËÝîåéò ÊëåéäéÜ: ZD1839, ìç-ìéêñïêõôôáñéêüò êáñêßíïò ðíåýìïíá, èåñáðåßá äéÜóùóçò.
ÂÞìá ÊëéíéêÞò Ïãêïëïãßáò 2002, 1 (4):208-219.
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ÅéóáãùãÞ

Ç ïìÜäá ôùí õðïäï÷Ýùí HER, ðåñéëáìâÜíåé
ôÝóóåñéò, äïìéêÜ ðáñüìïéåò ðñùôåßíåò, ìå äñÜóç
ôõñïóéíéêÞò êéíÜóçò, ôçí Erb-1 (Õðïäï÷Ýáò ôïõ
Åðéäåñìéêïý Áõîçôéêïý ÐáñÜãïíôá, Epidermal
Growth Factor Receptor, EGFR), ôçí Erb-2 (HER2/
neu), êáé ôéò Erb-3 êáé Erb-4. Ïé õðïäï÷åßò áõôïß
âñßóêïíôáé õðü ôçí ìïñöÞ ìïíïìåñïýò ôï ïðïßï
ìåôÜ áðü äéÝãåñóç ðïëõìåñßæåôáé (ïìïäéìåñÝò Þ
åôåñïäéìåñÝò ìåôáîý ôïõ EGFR êáé êÜðïéïõ Üë-
ëïõ ìÝëïõò ôçò ïéêïãÝíåéáò). Ï EGFR ìðïñåß íá
äéåãåñèåß êáôüðéí óýíäåóçò ìå ìéá óåéñÜ ìïñßùí
óõìðåñéëáìâáíïìÝíïõ ôïõ Åðéäåñìéêïý Áõîçôéêïý
ÐáñÜãïíôá (EGF), ôïõ ÐáñÜãïíôá ÁíÜðôõîçò ôïõ
¼ãêïõ-á (TGF-á, Tumor Growth Factor-á), êáèþò
êáé ôùí betacellulin, epiregulin êáé amphiregulin1.
Ç óýíäåóç ôùí ìïñßùí áõôþí óôïí EGFR Ý÷åé
óáí áðïôÝëåóìá ôïí ó÷çìáôéóìü åíüò äéìåñïýò
êáé óôçí óõíÝ÷åéá ôçí åíåñãïðïßçóç ôïõ õðïäï-
÷Ýá ìÝóù áõôïöùóöïñõëßùóçò ðïõ êáôáëýåôáé
áðü ôçí ôõñïóéíéêÞ êéíÜóç2. ÁõôÞ ç åíåñãïðïßç-
óç ïäçãåß óôçí Ýíáñîç ìéáò äéáäéêáóßáò ìåôÜäï-
óçò ôïõ óÞìáôïò óôïí ðõñÞíá, ç ïðïßá åðçñåÜ-
æåé ôçí óýíèåóç ôïõ DNA, ôçí áíÜðôõîç êáé ôçí
áðüðôùóç ôïõ êõôôÜñïõ2.

Ï EGFR åêöñÜæåôáé óå Ýíá ìåãÜëï áñéèìü
óõìðáãþí üãêùí (ìáóôïý, êïëïïñèéêüò, ùïèçêþí,
êåöáëÞò-ôñá÷Þëïõ), óõìðåñéëáìâáíïìÝíïõ êáé ôïõ
40-80% ôùí ìç-ìéêñïêõôôáñéêþí êáñêßíùí ôïõ
ðíåýìïíá (NSCLC)3-5. Ç äéÝãåñóç ôïõ EGFR öáß-
íåôáé íá ðñïÜãåé ôçí áíÜðôõîç ôïõ üãêïõ áõîÜ-
íïíôáò ôïí ñõèìü ôçò êõôôáñéêÞò äéáßñåóçò, ôçí
äõíáôüôçôá ôïõ êõôôÜñïõ ãéá äéÞèçóç, ôçí áã-
ãåéïãÝííåóç êáé ôÝëïò åëáôôþíïíôáò ôçí êõôôá-
ñéêÞ áðüðôùóç6-9. ÅðéðëÝïí, óýã÷ñïíá äåäïìÝíá
õðïóôçñßæïõí üôé Ýêöñáóç ôïõ EGFR óå ìåãÜëï
ðïóïóôü ó÷åôßæåôáé ìå åðéèåôéêüôåñç íüóï êáé
÷åéñüôåñç ðñüãíùóç10,11 åíþ áóèåíåßò ôùí ïðïßùí
ïé üãêïé õðåñåêöñÜæïõí EGFR Ý÷ïõí ìéêñüôåñç
åðéâßùóç óå óýãêñéóç ìå áõôïýò ðïõ Ý÷ïõí EGFR
áñíçôéêïýò üãêïõò12, áí êáé áõôü äåí åðéâåâáéþ-
íåôáé áðü üëåò ôéò ìåëÝôåò3.

Ç óõ÷íüôçôá Ýêöñáóçò ôïõ EGFR óôïõò áí-
èñþðéíïõò üãêïõò, êáèþò åðßóçò êáé ï óçìáíôé-
êüò ñüëïò ôïõ óôïí êõôôáñéêü ðïëëáðëáóéáóìü
êáé ôçí éêáíüôçôá äéÞèçóçò, êáèéóôïýí ôçí áíá-
óôïëÞ ôïõ EGFR ùò Ýíá äõíçôéêü èåñáðåõôéêü
óôü÷ï óôçí áíôéìåôþðéóç ôùí êáêïçèþí üãêùí.
ÌïíïêëùíéêÜ áíôéóþìáôá êáôÜ ôïõ åîùêõôôÜñéïõ
ôìÞìáôïò ôïõ EGFR (ð.÷. C225) üðùò åðßóçò
êáé áíáóôïëåßò ôçò ôõñïóéíéêÞò êéíÜóçò ôïõ õðï-
äï÷Ýá (ð.÷. OSI-774, ZD1839, CI-1033) Ý÷ïõí

áíáðôõ÷èåß êáé ÷ñçóéìïðïéçèåß6. Ôï ZD1839 åß-
íáé Ýíáò åêëåêôéêüò, áðü ôïõ óôüìáôïò ÷ïñç-
ãïýìåíïò áíáóôïëÝáò ôçò ôõñïóéíéêÞò êéíÜóçò
ôïõ EGFR, ï ïðïßïò ðñïêáëåß ðëÞñç áíáóôïëÞ
ôçò áõôïöùóöïñõëßùóçò ôïõ EGFR óå êõôôáñé-
êÝò óåéñÝò, óå åîáéñåôéêÜ ìéêñÝò óõãêåíôñþóåéò
(áíáóôïëÞ ôçò áíÜðôõîçò ôïõ 50% ôùí êõôôÜ-
ñùí óå óõãêåíôñþóåéò ðïõ êõìáßíïíôáé áðü 0.02
ìÝ÷ñé 0.08 ìmol/L)13.

Óå ðñïêëéíéêÜ ìïíôÝëá, ôï ZD1839 ðáñïõóßá-
óå óçìáíôéêÞ áíôéíåïðëáóìáôéêÞ äñáóôéêüôçôá óå
êõôôáñéêÝò óåéñÝò (êïëïïñèéêüò êáñêßíïò, êáñêß-
íïò ùïèçêþí, êáñêßíïò ìáóôïý) êáèþò åðßóçò
êáé óå ðåéñáìáôüæùá ìå áëëïìïó÷åýìáôá êáñêß-
íïõ ôïõ ðá÷Ýïò åíôÝñïõ, NSCLC êáé êáñêßíïõ
ôïõ ðñïóôÜôç2,14. Ç ÷ïñÞãçóç ôïõ ZD1893 óå
óõíäõáóìü ìå êëáóóéêÜ êõôôáñïóôáôéêÜ öÜñìáêá
(ð.÷. ôáîÜíåò êáé ðëáôéíïý÷á) óå ðåéñáìáôüæùá
ìå áëëïìïó÷åýìáôá êáêïÞèùí üãêùí åß÷å ùò
áðïôÝëåóìá ôçí åðéâñÜäõíóç ôçò áíÜðôõîçò ôïõ
üãêïõ, óå ïñéóìÝíåò ðåñéðôþóåéò ìåßùóç ôïõ
ìåãÝèïõò ôïõ üãêïõ êáé åðéðëÝïí áýîçóç ôçò
åðéâßùóçò14,15. Åðéðñüóèåôá, ç ÷ïñÞãçóç ZD1839
Þôáí ðïëý êáëÜ áíåêôÞ êáé ðáñïõóßáóå ðïëý Þðéá
ôïîéêüôçôá13. Ôá äåäïìÝíá ôçò ôïîéêüôçôáò êáé
ôçò öáñìáêïêéíçôéêÞò ôïõ ZD1839, ìåëåôÞèç-
êáí óå õãéåßò åèåëïíôÝò, óå äýï ôõ÷áéïðïéçìÝ-
íåò, äéðëÝò ôõöëÝò ìåëÝôåò. Ç ÷ïñÞãçóç ôïõ
ZD1839 óå äüóåéò ìåãáëýôåñåò ôùí 1000mg
çìåñçóßùò ãéá ôñåßò óõíå÷åßò çìÝñåò ðáñïõóßá-
óå ðïëý Þðéá ôïîéêüôçôá êáé ðïëý êáëÞ âéïäéáèå-
óéìüôçôá, ç ïðïßá äåí åðçñåáæüôáí óçìáíôéêÜ
áðü ôçí ôáõôü÷ñïíç ÷ïñÞãçóç ôñïöÞò16.

ÌåëÝôåò öÜóçò É

Ç áóöÜëåéá ôçò ÷ïñÞãçóçò ôïõ ZD1839 åêôé-
ìÞèçêå óå ìéá óåéñÜ áðü ðñüóöáôá äçìïóéåõìÝ-
íåò ìåëÝôåò öÜóçò É, óôéò ïðïßåò óõíïëéêÜ ìåôåß-
÷áí ðåñéóóüôåñïé áðü 250 áóèåíåßò17-19. Ç áíþ-
ôåñç áíåêôÞ äüóç (maximum tolerated dose, MTD)
Þôáí 800 mg êáé ïé óõ÷íüôåñá áíáöåñüìåíåò
ôïîéêüôçôåò grade I-ÉÉ êáé óôéò ôñåéò ìåëÝôåò Þôáí
áêìïåéäÝò äåñìáôéêü åîÜíèçìá óå ðïóïóôü ìå-
ãáëýôåñï ôïõ 50% ôùí áóèåíþí, äéÜññïéá (40-
50%), íáõôßá-Ýìåôïò (20-25%), êáé óðáíéüôåñá
êíçóìüò êáé êáôáâïëÞ. Ôïîéêüôçôá grade III-IV
áíáöÝñåôáé óðÜíéá êáé êõñßùò óå äüóåéò ìåãáëý-
ôåñåò ôùí 700mg. ÅðéðëÝïí äåí áíáöÝñåôáé
áèñïéóôéêÞ ôïîéêüôçôá ìåôÜ áðü ôçí ÷ïñÞãçóç
ôïõ ZD1839 ãéá ðåñéóóüôåñïõò áðü 250 ìÞíåò
(patient-months)18. Êáé óôéò ôñåéò ìåëÝôåò ôá áðï-
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ôåëÝóìáôá äñáóôéêüôçôáò ôïõ öáñìÜêïõ Þôáí
åíèáññõíôéêÜ ìå ôï ðïóïóôü óôáèåñïðïßçóçò ôçò
íüóïõ íá åßíáé 14-25%17-19.

ÌåëÝôåò öÜóçò ÉÉ

ÕðÜñ÷ïõí áñêåôÜ äåäïìÝíá áðü ôçí ÷ïñÞãç-
óç ôïõ ZD1839 ùò ìïíïèåñáðåßá äåýôåñçò Þ
ôñßôçò ãñáììÞò óå âáñéÜ ðñïèåñáðåõìÝíïõò áóèå-
íåßò (ïé ïðïßïé åß÷áí ëÜâåé ôüóï ôáîÜíåò, üóï êáé
ðëáôéíïý÷á) ìå NSCLC, ìå éäéáßôåñá åíèáññõíôé-
êÜ áðïôåëÝóìáôá. Ôá ðïóïóôÜ áíôáðüêñéóçò ðïõ
áíáöÝñïíôáé êõìáßíïíôáé áðü 5.8% ìÝ÷ñé 18.5%,
åíþ óå üëåò ôéò ìåëÝôåò ðåñéãñÜöåôáé Ýíá ðïëý
Þðéï ðñïößë ôïîéêüôçôáò20-26 (Ðßíáêáò 1).

Éäéáßôåñï åíäéáöÝñïí ðáñïõóéÜæïõí ïé ìåëÝ-
ôåò IDEAL 1 êáé 2 ëüãù ôïõ ìåãÜëïõ ôïõò ìåãÝ-
èïõò25,26. Ïé ìåëÝôåò áõôÝò óõìðåñéÝëáâáí ðå-
ñéóóüôåñïõò áðü 400 áóèåíåßò óõíïëéêÜ, ïé ïðïßïé
åß÷áí ðñïçãïýìåíá ëÜâåé ôïõëÜ÷éóôïí ìßá ãñáì-
ìÞ ÷çìåéïèåñáðåßáò ðïõ ðåñéåß÷å ðëáôßíá, åíþ
óôçí IDEAL II äýï ãñáììÝò èåñáðåßáò Þôáí ðñïá-
ðáéôïýìåíåò (ðëáôßíá, êáé ôáîÜíç åßôå ôáõôü÷ñï-
íá åßôå äéáäï÷éêÜ). Ïé ìåëÝôåò áõôÝò åîÝôáóáí
äýï äéáöïñåôéêÝò äüóåéò ôïõ öáñìÜêïõ, 250mg
êáé 500mg. Óôçí IDEAL I ï ñõèìüò áíôáðüêñéóçò
Þôáí 18.4% ãéá ôçí äüóç ôùí 250mg êáé 19%
ãéá ôá 500mg, åíþ ãéá ôçí IDEAL II ôá áíôßóôïé-

÷á ðïóïóôÜ Þôáí 11.8% êáé 8.8%. Ç äéÜìåóç åðé-
âßùóç Þôáí 7.6 (250mg) êáé 7.9 (500mg) áíôß-
óôïé÷á ãéá ôçí IDEAL I êáé 6.1 (250mg) êáé 6.0
(500mg) ãéá ôçí IDEAL IÉ. Êáé óôéò äýï ìåëÝôåò ç
ôïîéêüôçôá Þôáí Þðéá (grade I êáé II), êõñßùò äéÜñ-
ñïéá êáé äåñìáôéêü åîÜíèçìá êáé Þôáí ðëÞñùò
áíáóôñÝøéìç ìå ôçí äéáêïðÞ ôïõ öáñìÜêïõ. Êáé
óôéò äýï ìåëÝôåò áíáöÝñåôáé óçìáíôéêÞ âåëôßù-
óç ôùí óõìðôùìÜôùí ôùí ó÷åôéæüìåíùí ìå ôçí
íüóï, êáèþò êáé óçìáíôéêÞ âåëôßùóç ôçò ðïéüôç-
ôáò æùÞò27,28.

ÂáóéóìÝíïé óôá åíèáññõíôéêÜ áðïôåëÝóìáôá
áõôþí ôùí ìåëåôþí, êáé äåäïìÝíùí ôùí ðåñéïñé-
óìÝíùí èåñáðåõôéêþí åðéëïãþí ãéá ôïõò áóèå-
íåßò ìå åêôåôáìÝíï NSCLC, äéåîÜãáìå ìéá ìåëÝ-
ôç öÜóçò ÉÉ, ðñïêåéìÝíïõ íá áîéïëïãÞóïõìå ôç
äñáóôéêüôçôá êáé ôçí áóöÜëåéá ôçò ÷ïñÞãçóçò
ôïõ ZD1839 óå ðñïèåñáðåõìÝíïõò áóèåíåßò ìå
NSCLC. Ï ðñùôåýïí óôü÷ïò ôçò ìåëÝôçò Þôáí
ôï ðïóïóôü åëÝã÷ïõ ôçò íüóïõ (áíôéêåéìåíéêÝò
áíôáðïêñßóåéò óõí óôáèåñÞ íüóïò) (Disease Con-
trol Rate, DCR). Ïé äåõôåñåýïíôåò óôü÷ïé ôçò
ìåëÝôçò óõìðåñéåëÜìâáíáí ôçí ôïîéêüôçôá, ôç
äéÜñêåéá áðÜíôçóçò (duration of response), ôï
÷ñüíï ìÝ÷ñé ôçí ðñüïäï ôçò íüóïõ (Time to Tu-
mor Progression, TTP), ôç óõíïëéêÞ åðéâßùóç (over-
all survival, OS), ôçí áíáêïýöéóç ôùí óõìðôùìÜ-
ôùí (symptoms relief) êáé ôçí ðïéüôçôá ôçò æùÞò

Ðßíáêáò 1. ÌåëÝôåò öÜóçò ÉÉ, ÷ïñÞãçóçò ôïõ ZD1839 ùò ìïíïèåñáðåßáò óå ðñïèåñáðåõìÝíïõò áóèåíåßò ìå
ðñï÷ùñçìÝíï NSCLC.

ÌåëÝôåò öÜóçò ÉÉ Íï áóèåíþí ÌåñéêÞ áíôáðüêñéóç ÓôáèåñÞ íüóïò ÄéÜñêåéá áíôáðüêñéóçò

Noberasco et al20 51 - 10 (20%) -
(ESMO 2002)

Liem et al21 52 8 (15%) 20 (32%) -
(ASCO 2002)

Ruckdeschel et al22 86 5 (5.8%) 20 (23.3%) -
(ASCO 2002)

Soto Pare et al23 68 5* (7.3%) 25 (36.7%) 2-9+
(ASCO 2002)

Janne et al24 98 6 (6.4%) 19 (20.2%) 2-10+
(ASCO 2002)

Fukuoka et al25 210 38 (18.4%) 75 (36.0%) -
(ASCO 2002)

Kris et al26 216 25 (11.8%) - 3-7+
(ASCO 2002)

* Ýíáò áóèåíÞò ìå ðëÞñç áíôáðüêñéóç
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(Quality of Life, QoL). Ôï ZD1839 ÷ïñçãÞèçêå
ãéá êÜèå áóèåíÞ ìÝóù åíüò ðñïãñÜììáôïò ðá-
ñçãïñçôéêÞò ÷ïñÞãçóçò (compassionate use) ôçò
AstraZeneca, êáé üëïé ïé áóèåíåßò ðëçñïýóáí ôá
êñéôÞñéá Ýíôáîçò óôï ðñüãñáììá áõôü.

Áóèåíåßò-Èåñáðåßá

Áóèåíåßò

Ôá êñéôÞñéá Ýíôáîçò óôï compassionate use
ðñüãñáììá ôçò AstraZeneca, Þôáí éóôïëïãéêÜ Þ
êõôôáñïëïãéêÜ åðéâåâáéùìÝíïò, ôïðéêÜ åêôåôáìÝ-
íïò Þ ìåôáóôáôéêüò NSCLC. ¼ëïé ïé áóèåíåßò
Ýðñåðå íá Ý÷ïõí ëÜâåé ôïõëÜ÷éóôïí ìéá ãñáììÞ
êáèéåñùìÝíçò ÷çìåéïèåñáðåßáò Þ áêôéíïèåñáðåßáò,
Þ èá Ýðñåðå ãéá ïðïéïäÞðïôå ëüãï íá åßíáé áêá-
ôÜëëçëïé ãéá ÷ïñÞãçóç ÷çìåéïèåñáðåßáò (ð.÷. êáêÞ
öõóéêÞ êáôÜóôáóç).

ÅðéðëÝïí êñéôÞñéá ãéá ôçí ìåëÝôç ìáò ðåñéå-
ëÜìâáíáí: ïé åðéëÝîéìïé áóèåíåßò íá Þôáí çëéêßáò
≥18 Ýôùí, ìå äõóäéÜóôáôç ìåôñÞóéìç íüóï, ðñïó-
äüêéìï åðéâßùóçò ìåãáëýôåñï ôùí ôñéþí ìçíþí
êáé performance status ≤2 (êáôÜ ôçí Ðáãêüóìéá
ÏñãÜíùóç Õãåßáò, World Health Organization
Performance Status, WHO-PS). ¼ëïé ïé áóèåíåßò
Ýðñåðå íá Ý÷ïõí áðïôý÷åé óå ìßá Þ äýï ðñïãåíÝ-
óôåñåò èåñáðåõôéêÝò áãùãÝò (ôïõëÜ÷éóôïí ìßá
ìå âÜóç ôçí ðëáôßíá). Ïé áóèåíåßò ðïõ åß÷áí ëÜâåé
ìüíï ìéá ãñáììÞ ÷çìåéïèåñáðåßáò Ýðñåðå åðß-
óçò íá åßíáé áêáôÜëëçëïé, ãéá ïðïéïäÞðïôå ëüãï,
íá ëÜâïõí äåýôåñç ãñáììÞ ÷çìåéïèåñáðåßáò. Ç
ðñïãåíÝóôåñç áêôéíïâïëßá åðéôñåðüôáí, õðü ôïí
üñï üôé ôïõëÜ÷éóôïí ôÝóóåñéò åâäïìÜäåò åß÷áí
ðáñÝëèåé ìåôáîý ôçò ôåëåõôáßáò äüóçò áêôéíïâï-
ëßáò êáé ôçò Ýíáñîçò ôçò èåñáðåßáò ìå ZD1839.

Ç ÷ïëåñõèñßíç ïñïý Ýðñåðå íá åßíáé ëéãüôå-
ñï áðü 1.5 öïñÝò ôï áíþôåñï öõóéïëïãéêü üñéï
(Upper Normal Limit, UNL), ç AST êáé ç ALT ëé-
ãüôåñï áðü 2,5 öïñÝò ôï UNL óå ðåñßðôùóç ðïõ
äåí õðÞñ÷áí óáöåßò çðáôéêÝò ìåôáóôÜóåéò, Þ ëé-
ãüôåñï áðü ðÝíôå öïñÝò ôï UNL ìå ðáñïõóßá
çðáôéêþí ìåôáóôÜóåùí. ÅðáñêÞò íåöñéêÞ ëåéôïõñ-
ãßá Þôáí åðßóçò ðñïáðáéôïýìåíç (êñåáôéíßíç ïñïý
ëéãüôåñï áðü 1,5 öïñÝò ôï UNL). Ï áñéèìüò ôùí
ïõäåôåñüöéëùí Ýðñåðå íá åßíáé ìåãáëýôåñïò áðü
1.5x 109/L, êáé ï áñéèìüò ôùí áéìïðåôáëßùí ðå-
ñéóóüôåñï áðü 100x 109/L. Áóèåíåßò ìå: i) éóôï-
ñéêü ðáñÜôáóçò ôïõ äéáóôÞìáôïò PR óôï ÇÊÃ
(ðåñéóóüôåñï áðü 217 ms) [ç ðáñÜôáóç ôïõ äéá-
óôÞìáôïò PR áíáöÝñèçêå ùò ó÷åôéæüìåíç ìå ôï
öÜñìáêï áíåðéèýìçôç åíÝñãåéá (drug related ad-
verse event) óå ðñïêëéíéêÝò ìåëÝôåò ôïîéêüôç-

ôáò], ii) éóôïñéêü óçìáíôéêÞò êáñäéáêÞò íüóïõ
(áóôáèÞò óôçèÜã÷ç, óõìöïñçôéêÞ êáñäéáêÞ áíå-
ðÜñêåéá, Ýìöñáãìá ôïõ ìõïêáñäßïõ ìÝóá óôï
ðñïçãïýìåíï Ýôïò, êïéëéáêÝò áññõèìßåò) êáé iii)
åíåñãïý äåñìáôéêÞò íüóïõ, Þôáí áêáôÜëëçëïé ãéá
ôçí ìåëÝôç. Áóèåíåßò ìå ãíùóôÝò ìåôáóôÜóåéò
ôïõ êåíôñéêïý íåõñéêïý óõóôÞìáôïò, ïé ïðïßåò
åß÷áí ðñïçãïõìÝíùò áêôéíïâïëçèåß êáé åß÷áí êëé-
íéêÞ óõìðôùëáôïëïãßá Þôáí åðßóçò áêáôÜëëçëïé.
Ç èåñáðåßá ìå ïðïéáäÞðïôå Üëëï êáèéåñùìÝíï Þ
ðåéñáìáôéêü öÜñìáêï Ýðñåðå íá Ý÷åé äéáêïðåß
ôïõëÜ÷éóôïí ôÝóóåñéò åâäïìÜäåò ðñéí áðü ôçí
åßóïäï ôïõ áóèåíïýò óôçí ìåëÝôç. ¼ëïé ïé áóèå-
íåßò Ýäùóáí ôç ãñáðôÞ ôïõò óõãêáôÜèåóç ãéá íá
óõììåôÜó÷ïõí óôç ìåëÝôç êáé ôï ðñüãñáììá ðá-
ñçãïñçôéêÞò ÷ñÞóçò ôïõ ZD1839 åãêñßèçêå áðü
ôçí ÅðéóôçìïíéêÞ ÅðéôñïðÞ ôïõ íïóïêïìåßïõ ìáò
êáé åêôåëÝóèçêå óýìöùíá ìå ôéò áñ÷Ýò ôïõ Åë-
óßíêé (Helsinki declaration).

Èåñáðåßá

Ôï ZD 1839 ÷ïñçãÞèçêå áðü ôïõ óôüìáôïò
óå ìéá äüóç 500 mg (äéáéñåìÝíç óå äýï äüóåéò
ðñùß-âñÜäé) ôçí ðñþôç çìÝñá êáé Ýðåéôá óå çìå-
ñÞóéá äüóç 250 mg ãéá 12 óõíå÷åßò åâäïìÜäåò.
Ïé áóèåíåßò Ýðáéñíáí ôçí êáèçìåñéíÞ äüóç êáôÜ
ðñïôßìçóç ôï ðñùß, êáé ç áãùãÞ óõíå÷ßóôçêå ìÝ÷ñé
íá åìöáíßóïõí ðñüïäï ôçò íüóïõ, ç ìç áðïäå-
êôÞ ôïîéêüôçôá, Þ íá áðïóýñïõí ôç óõãêáôÜèåóç
ôïõò ãéá óõììåôï÷Þ óôç ìåëÝôç. ÊáôÜ ôç äéÜñ-
êåéá ôçò èåñáðåßáò ìå ôï ZD1839 êáíÝíá Üëëï
öÜñìáêï ìå ãíùóôÞ Þ ðéèáíÞ äñáóôéêüôçôá åíÜ-
íôéá óôï NSCLC äåí åðéôñåðüôáí.

Åêôßìçóç

Ç áîéïëüãçóç êáôÜ ôçí åßóïäï ôïõ áóèåíïýò
óôçí ìåëÝôç Þôáí áðáñáßôçôç ãéá üëïõò ôïõò
áóèåíåßò êáé ðåñéåëÜìâáíå ðëÞñåò éáôñéêü éóôï-
ñéêü ôïõ áóèåíïýò óõìðåñéëáìâáíïìÝíçò ôçò
ðñïãåíÝóôåñçò áíôéêáñêéíéêÞò èåñáðåßáò, öõóé-
êÞ åîÝôáóç êáé æùôéêÜ óçìåßá, ôçí áîéïëüãçóç
ôïõ PS, ÇÊÃ, ãåíéêÞ áßìáôïò êáé ðëÞñç âéï÷çìéêü
Ýëåã÷ï, áêôéíïãñáößá èþñáêïò êáé ôçí åêôßìçóç
ôïõ ìåãÝèïõò ôïõ üãêïõ (áêôéíïãñáößåò Þ õðï-
ëïãéóôéêÝò ôïìïãñáößåò). ÓðéíèçñïãñÜöçìá ïóôþí
êáé áðëÝò áêôéíïãñáößåò ïóôþí óå ðåñßðôùóç
ðïõ õðÞñ÷áí ðáèïëïãéêÜ óôïé÷åßá êáôÜ ôçí âáóé-
êÞ åîÝôáóç Þôáí åðßóçò áðáñáßôçôá. Ç åêôßìçóç
Ýðñåðå íá ãßíåé ìÝóá óå äýï åâäïìÜäåò ðñéí
áðü ôçí Ýíáñîç èåñáðåßáò. Ç öõóéêÞ åîÝôáóç êáé
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ï áéìáôïëïãéêüò êáé âéï÷çìéêüò Ýëåã÷ïò åðáíá-
ëáìâáíüôáí êÜèå äýï åâäïìÜäåò.

Ôïîéêüôçôá

¼ëåò ïé áíåðéèýìçôåò åíÝñãåéåò, ìáæß ìå ìéá
ðëÞñç ðåñéãñáöÞ ôïõ ãåãïíüôïò êáôáãñÜöïíôáí
êáé âáèìïëïãïýíôáí óýìöùíá ìå ôá êïéíÜ áðï-
äåêôÜ êñéôÞñéá ôïîéêüôçôáò ôçò WHO29. Óå ðåñß-
ðôùóç áéìáôïëïãéêÞò ôïîéêüôçôáò ≥ grade III, ãé-
íüôáí êáèçìåñéíÞ åêôßìçóç ôçò áéìáôïëïãéêÞò
êáôÜóôáóçò ìå ãåíéêÞ áßìáôïò, ìÝ÷ñé õðï÷þñçóç
ôçò ôïîéêüôçôáò óå âáèìü ≤ grade I.

Ç èåñáðåßá ìðïñïýóå íá äéáêïðåß Ýùò 14
çìÝñåò óå ðåñßðôùóç grade ≥ III áéìáôïëïãéêÞò,
Þ ìç-áéìáôïëïãéêÞò ôïîéêüôçôáò, ìÝ÷ñé ôçí õðï-
÷þñçóç ôçò ôïîéêüôçôáò óå âáèìü ≤ grade I.
ÅÜí ìåôÜ ôçí åðáíá÷ïñÞãçóç ôïõ öáñìÜêïõ ðá-
ñáôçñïýíôáí îáíÜ grade ≥ III áéìáôïëïãéêÞ, Þ
ìç-áéìáôïëïãéêÞ ôïîéêüôçôá, ï áóèåíÞò áðïóõ-
ñüôáí áðü ôçí ìåëÝôç. Ï áóèåíÞò áðïóõñüôáí
åðßóçò áðü ôç ìåëÝôç óå ïðïéáäÞðïôå ðåñßðôù-
óç óõíÝâáéíáí ôá áêüëïõèá: ðñüïäïò íüóïõ, äéá-
ôáñá÷Ýò ôïõ êáñäéáêïý ñõèìïý êáé áðüóõñóç
ôçò óõãêáôÜèåóçò ôïõ áóèåíÞ. Ïé áóèåíåßò ðïõ
áðïóýñèçêáí ðáñáêïëïõèïýíôáí ãéá ôïõëÜ÷éóôïí
ôÝóóåñéò åâäïìÜäåò áêüìç, ãéá íá åëåã÷èåß ç
áíôéóôñåøéìüôçôá ôçò ó÷åôéêÞò ìå ôï öÜñìáêï
ôïîéêüôçôáò.

Åêôßìçóç ôçò êëéíéêÞò áðïôåëåóìáôéêüôçôáò
ôïõ öáñìÜêïõ

Ç åêôßìçóç ôçò áíôáðüêñéóçò ôïõ üãêïõ ãéíü-
ôáí êÜèå 12 åâäïìÜäåò èåñáðåßáò. Ïé áíôéêåéìå-
íéêÝò áíôáðïêñßóåéò áîéïëïãÞèçêáí óýìöùíá ìå
ôá êñéôÞñéá ôçò WHO29. ¼ëåò ïé ìåôñÞóéìåò âëÜ-
âåò êáèïñßóôçêáí êáôÜ ôçí åéóáãùãÞ ôïõ áóèå-
íïýò óôçí ìåëÝôç êáé åëåã÷üôáí êáè’ üëç ôçí
äéÜñêåéá ôçò ìåëÝôçò. Ç áîéïëüãçóç ôùí âëáâþí
Ýãéíå ìå ôçí ßäéá ìÝèïäï óå êÜèå ðåñßðôùóç.
¼ëåò ïé áêôéíïëïãéêÝò åîåôÜóåéò áîéïëïãÞèçêáí
áðü Ýíáí áíåîÜñôçôï áêôéíïëüãï. Ïé áíôéêåéìåíé-
êÝò áíôáðïêñßóåéò åðéâåâáéþèçêáí ìå åðáíÜëç-
øç ôïõ áêôéíïëïãéêïý åëÝã÷ïõ Ýíáí ìÞíá áñãü-
ôåñá.

Âåëôßùóç ôùí óõìðôùìÜôùí êáé åêôßìçóç ôçò
Ðïéüôçôáò ÆùÞò

Ìéá ÏðôéêÞ ÁíáëïãéêÞ Êëßìáêá (Visual Ana-
logue Scale, VAS) ÷ñçóéìïðïéÞèçêå ãéá ôçí áîéï-
ëüãçóç êÜèå åíüò áðü ôá ó÷åôéæüìåíá ìå ôçí

íüóï óõìðôþìáôá30. Ç ÏÁÊ Þôáí ìéá ïñéæüíôéá
êëßìáêá ðïõ êõìáßíåôáé áðü 1 (÷åéñüôåñïò âáè-
ìüò) ìÝ÷ñé 10 (êáëýôåñïò âáèìüò), üðïõ æçôÞ-
èçêå áðü ôïõò áóèåíåßò íá óçìåéþóïõí ôïí áñéè-
ìü ðïõ êáëýôåñá ðåñéÝãñáöå ôçí êáôÜóôáóç
ôïõò. Ç ÏÁÊ óõìðëçñùíüôáí áðü ôïõò áóèå-
íåßò êÜèå äýï åâäïìÜäåò. ÅðéðëÝïí ôá ó÷åôéêÜ
ìå ôïí üãêï óõìðôþìáôá êáé ç ðïéüôçôá ôçò
æùÞò áîéïëïãÞèçêáí êáôÜ ôçí åßóïäï óôçí ìå-
ëÝôç êáé Ýðåéôá êÜèå äýï åâäïìÜäåò, ìå ôçí
óõìðëÞñùóç ôïõ åñùôçìáôïëïãßïõ Lung Can-
cer Symptom Scale (LCSS). Áõôü ôï åñùôçìá-
ôïëüãéï áðïôåëåßôáé áðü åííÝá óõãêåêñéìÝíá
óõìðôþìáôá, ðïõ áîéïëïãïýíôáé áðü ôïí áóèå-
íÞ êáé Ýîé óõìðôþìáôá ðïõ áîéïëïãïýíôáé áðü
ôïí ãéáôñü31.

ÓôáôéóôéêÞ áíÜëõóç

Ç ìåëÝôç áõôÞ Ýãéíå ìå âÜóç Ýíáí ó÷åäéá-
óìü äýï äéáäï÷éêþí óôáäßùí (Flemming two step
design) ðïõ åðÝôñåðå ôçí äéáêïðÞ ôçò åéóáãù-
ãÞò áóèåíþí óôçí ìåëÝôç áí ìåôáîý ôùí 15
ðñþôùí áóèåíþí ôï DCR Þôáí ëéãüôåñï áðü
20% (ëéãüôåñï áðü 3 áóèåíåßò ðáñïõóßáæáí Ýëåã-
÷ï ôçò íüóïõ). ÅÜí ôï DCR Þôáí õøçëüôåñï
Üëëïé 15 åðéðëÝïí áóèåíåßò Ýðñåðå íá åíôá-
÷èïýí óôç ìåëÝôç. Ç ðåñéãñáöéêÞ óôáôéóôéêÞ
áíÜëõóç ðåñéëáìâÜíåé ôçí ìÝóç ôéìÞ, äéÜìåóç
ôéìÞ, êáé åýñïò. Ç äïêéìáóßá t (Student’s t-test
for independent comparisons) ÷ñçóéìïðïéÞèçêå
ãéá ôçí óýãêñéóç ìÝóùí ôéìþí ìåôáîý ïìÜäùí
êáèþò êáé ïé áíôßóôïé÷åò ìç ðáñáìåôñéêÝò ìÝ-
èïäïé (Wilcoxon êáé Mann-Whitney U test). Åðé-
ðëÝïí ç äïêéìáóßá Pearson-÷2 ÷ñçóéìïðïéÞèçêå
ãéá ôçí óýãêñéóç ðïóïóôþí êáé ç áíôßóôïé÷ç
äïêéìáóßá Fischer ãéá ìç-ðáñáìåôñéêÝò óõãêñß-
óåéò32. ÄéáöïñÝò ìåôáîý ôùí ïìÜäùí óå üôé áöï-
ñÜ ôçí åðéâßùóç åêôéìÞèçêáí ìå ôçí ìÝèïäï
áíÜëõóçò Kaplan-Meier33. Ç äéÜñêåéá ôçò áíôá-
ðüêñéóçò õðïëïãßóôçêå áðü ôçí çìÝñá ôçò ðñþ-
ôçò ôåêìçñßùóçò ôçò áíôáðüêñéóçò, ìÝ÷ñé åì-
öÜíéóç ðñüïäïõ íüóïõ. Ç óõíïëéêÞ åðéâßùóç
åêôéìÞèçêå áðü ôçí åßóïäï óôçí ìåëÝôç, ìÝ÷ñé
ôï èÜíáôï ôùí áóèåíþí ãéá ïðïéïäÞðïôå ëüãï.
Ç åíüò Ýôïõò åðéâßùóç õðïëïãßóôçêå ÷ñçóéìï-
ðïéþíôáò ôçí ìÝèïäï Kaplan-Meier33. Ï ÷ñüíïò
ìÝ÷ñé ôçí ðñüïäï ôçò íüóïõ ìåôñÞèçêå áðü
ôçí åßóïäï óôçí ìåëÝôç ìÝ÷ñé ôçí çìÝñá ôçò
ðñþôçò Ýíäåéîçò ðñïüäïõ ôçò íüóïõ.



×ïñÞãçóç ZD1839, åíüò áíáóôïëÝá ôçò ôõñïóéíßêçò êßíáóçò ôïõ åðéäåñìéêïý áõîçôéêïý ðáñÜãïíôá, ùò èåñáðåßá äéÜóùóçò —— 213

ÁðïôåëÝóìáôá

Áóèåíåßò

Áðü ôïí ÓåðôÝìâñéï ôïõ 2001 ìÝ÷ñé ôïí Éïý-
íéï ôïõ 2002, ôñéÜíôá Ýíáò áóèåíåßò åéóÞ÷èçóáí
óôç ìåëÝôç, êáé Þôáí üëïé åêôéìÞóéìïé ãéá áíôá-
ðüêñéóç êáé ôïîéêüôçôá. ¼ëïé ïé áóèåíåßò åß÷áí
ðñïçãïýìåíá ëÜâåé ôïõëÜ÷éóôïí ìéá ãñáììÞ èå-
ñáðåßáò ç ïðïßá ðåñéåß÷å ðëáôéíïý÷ï öÜñìáêï,
22 (71%) äýï ðñïãåíÝóôåñåò èåñáðåõôéêÝò áãù-
ãÝò (ðëáôßíá êáé ôáîÜíç) êáé 9 (29%) ðåñéóóüôå-
ñåò áðü äýï ðñïãåíÝóôåñåò èåñáðåõôéêÝò áãù-
ãÝò. Ôá ÷áñáêôçñéóôéêÜ ôùí áóèåíþí ðáñïõóéÜ-
æïíôáé óôïí ðßíáêá 2. Ç äéÜìåóç çëéêßá Þôáí 60

Ýôç (åýñïò 43-75), 87% ôùí áóèåíþí Þôáí Üí-
äñåò, 81% åß÷å PS (WHO) 0-1 êáé 52% åß÷å óôÜ-
äéï íüóïõ IV.

×ïñÞãçóç Èåñáðåßáò- Ôïîéêüôçôá

Ç äéÜìåóç äéÜñêåéá ôçò èåñáðåßáò Þôáí 8 åâäï-
ìÜäåò (åýñïò 3-32+). ÓõíïëéêÜ, 12 áóèåíåßò (39%)
ðáñÝìåéíáí óôç ìåëÝôç ãéá ≥ 3 ìÞíåò êáé ðÝíôå
(16%) ãéá ≥6 ìÞíåò. Êáé ïé 31 áóèåíåßò Þôáí åêôé-
ìÞóéìïé ãéá ôïîéêüôçôá êáé 21 (68%) åß÷áí ôïõëÜ-
÷éóôïí ìéá áíåðéèýìçôç åíÝñãåéá êáôÜ ôç äéÜñêåéá
ôçò èåñáðåßáò. Ïé óõ÷íüôåñá áíáöåñüìåíåò áíå-
ðéèýìçôåò åíÝñãåéåò Þôáí äåñìáôéêÜ åîáíèÞìáôá
(áêìïåéäÝò åîÜíèçìá Þ èõëáêßôéäá) (58%), äéÜñ-
ñïéá (26%) êáé íáõôßá/åìåôüò (19%). Óôçí ðëåéíü-
ôçôá ôïõò ïé áíåðéèýìçôåò åíÝñãåéåò Þôáí Þðéåò
(grade É Þ II) êáé áíáóôñÝøéìåò (ðßíáêáò 3). Áí êáé
18 (58%) áóèåíåßò áíÝðôõîáí Ýíá äåñìáôéêü åîÜí-
èçìá, óå 14 áðü áõôïýò Þôáí grade É Þ ÉÉ êáé
ðáñïäéêü. Ï äéÜìåóïò ÷ñüíïò ìÝ÷ñé ôçí åìöÜíéóç
ôïõ åîáíèÞìáôïò Þôáí äýï åâäïìÜäåò (åýñïò 1-
3). Óå åêåßíïõò ôïõò áóèåíåßò ðïõ ðáñÝìåéíáí óôçí
ìåëÝôç ãéá ìåãáëýôåñï ÷ñïíéêü äéÜóôçìá, ôï åîÜí-
èçìá ðñïïäåõôéêÜ õðï÷þñçóå ìå ôçí óõíÝ÷éóç
ôçò áãùãÞò. ÔÝóóåñéò áóèåíåßò ðáñïõóßáóáí grade
ÉÉÉ åîÜíèçìá. Ç áãùãÞ äéáêüðçêå ãéá ìéá åâäïìÜäá
êáé ïé áóèåíåßò áíôéìåôùðßóôçêáí ìå ÷ïñÞãçóç
dimethidine 2,5 mg áðü ôïõ óôüìáôïò. ÌåôÜ ôçí
åðáíá÷ïñÞãçóç ôïõ ZD1839 êáíÝíáò áóèåíÞò äåí
áíÝðôõîå óïâáñÞ äåñìáôïëïãéêÞ ôïîéêüôçôá. Ìüíï
äýï áóèåíåßò áíÝðôõîáí óïâáñÞ èõëáêßôéäá êáé
áíôéìåôùðßóôçêáí ìå ÷ïñÞãçóç áìïîõêéëëßíçò ìå
êëáâïõëáíéêü ïîý áðü ôï óôüìá. Ç äåñìáôïëïãéêÞ
ôïîéêüôçôá ðáñáôçñÞèçêå óôï 67% ôùí áóèåíþí
ðïõ åìöÜíéóáí Ýëåã÷ï ôçò íüóïõ (PR Þ SD) êáé
óå 56% ôùí áóèåíþí ðïõ ðáñïõóßáóáí ðñüïäï
íüóïõ (p=0.634).

Ç äéÜññïéá Þôáí åðßóçò Þðéá êáé óôçí ðëåéï-

Ðßíáêáò 2. ×áñáêôçñéóôéêÜ áóèåíþí.

n %

Çëéêßá (Ýôç)
äéÜìåóç 60
åýñïò 43-75

Öýëï
Üíäñåò 27 87
ãõíáßêåò 4 13

WHO PS
0 4 13
1 21 68
2 6 19

Éóôïëïãéêüò ôýðïò
ðëáêþäåò 15 48
áäåíïêáñêßíùìá 13 42
ìåãáëïêõôôáñéêü 3 10

ÓôÜäéï íüóïõ
IIIB 15 48
IV 16 52

Ðñïçãïýìåíç èåñáðåßá
åã÷åßñçóç 13 42
áêôéíïèåñáðåßá 19 61
ÃñáììÝò ÷çìåéïèåñáðåßáò
2 ãñáììÝò 22 71
>2 ãñáììÝò 9 29

Ðßíáêáò 3. ÁéìáôïëïãéêÞ êáé ìç-áéìáôïëïãéêÞ ôïîéêüôçôá. Áñéèìüò áóèåíþí ðïõ ðáñïõóßáóå áíåðéèýìçôåò åíÝñ-
ãåéåò.

Grade I Grade II Grade III Grade IV

Ìç-áéìáôïëïãéêÞ ôïîéêüôçôá
Íáõôßá/¸ìåôïò 5 (16%) 1 (3%) - -
ÅîÜíèçìá 6 (19%) 8 (26%) 4 (13%) -
ÄéÜññïéá 1 (3%) 6 (19%) 2 (6%) -
ÊáôáâïëÞ 1 (3%) 1 (3%) - -
ÁéìáôïëïãéêÞ ôïîéêüôçôá
Áíáéìßá 2 (6%) 1 (3%)
Ïõäåôåñïðåíßá 2 (6%) - - -
Èñïìâïðåíßá - - - -
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øçößá ôùí ðåñéðôþóåùí grade ÉÉ. Äýï áóèåíåßò
áíÝðôõîáí grade ÉÉÉ äéÜññïéá êáé áðáéôÞèçêå íï-
óçëåßá ôïõ åíüò áðü áõôïýò. Êáé óôéò äýï ðåñé-
ðôþóåéò ç ÷ïñÞãçóç ôïõ ZD1839 äéáêüðçêå ãéá
5-7 çìÝñåò êáé Ýãéíå óõìðôùìáôéêÞ áíôéìåôþðé-
óç ôùí áóèåíþí ìå ÷ïñÞãçóç ëïðåñáìßäçò. ÊáôÜ
ôçí åðáíá÷ïñÞãçóç ôïõ ZD1839 ïé áóèåíåßò
áíÝðôõîáí ìüíï Þðéá äéÜññïéá (grade I).

Äýï áóèåíåßò (6%), ðáñïõóßáóáí ðíåõìïíéêÞ
ôïîéêüôçôá ìå ôçí åéêüíá ôçò ðíåõìïíßáò (Ýíáò
èÜíáôïò), êáôÜ ôç äéÜñêåéá ôçò èåñáðåßáò ìå
ZD1839 åíôïýôïéò áõôÝò ïé ðåñéðôþóåéò äåí ìðï-
ñïýí ìå óáöÞíåéá íá èåùñçèïýí ùò ó÷åôéæüìåíç
ìå ôï öÜñìáêï ôïîéêüôçôá áëëÜ ðéï ðéèáíü èåù-
ñåßôáé üôé ïöåßëïíôáé óôçí õðïêåßìåíç íüóï. ̧ íáò
Üëëïò áóèåíÞò áíÝðôõîå óïâáñÞ áéìïëõôéêÞ áíáé-
ìßá ìåôÜ áðü ôñåéò çìÝñåò ÷ïñÞãçóçò ZD1839
åíþ åëÜìâáíå åðßóçò ceftazidime ãéá ìéá ìç-áðåé-
ëçôéêÞ ãéá ôçí æùÞ ëïßìùîç ôïõ áíáðíåõóôéêïý.
¼ëá ôá öÜñìáêá äéáêüðçêáí êáé ç áéìïëõôéêÞ
áíáéìßá õðï÷þñçóå. ÌåôÜ ôçí åðáíá÷ïñÞãçóç ôïõ
ZD1839, ï áóèåíÞò äåí áíÝðôõîå êáìßá ôïîéêü-
ôçôá.

Áíôáðüêñéóç

ÓõíïëéêÜ, ìéá (3%) ìåñéêÞ áíôáðüêñéóç ðáñá-
ôçñÞèçêå, åíþ åííÝá áóèåíåßò (29%) åß÷áí óôá-
èåñÞ íüóï ùò êáëýôåñç áðÜíôçóÞ óôï ZD1839,
ìå óõíÝðåéá Ýíá DCR 32%. Ôï DCR äåí ðáñïõ-
óßáæå óôáôéóôéêÞ óõó÷Ýôéóç ìå ïðïéïäÞðïôå áðü
ôïõò áêüëïõèïõò ðñïãíùóôéêïýò ðáñÜãïíôåò:

éóôïëïãéêü ôýðï ôçò íüóïõ (p=0.502), óôÜäéï ôçò
íüóïõ (p = 0.519), áñéèìüò ðñïãåíÝóôåñùí èå-
ñáðåõôéêþí áãùãþí (p=0.989), åíþ õðÞñîå ìéá
ôÜóç ãéá õøçëüôåñï DCR óôïõò áóèåíåßò ìå PS
0-1 óå ó÷Ýóç ìå áõôïýò ìå PS 2 (6 áóèåíåßò vs
0 áóèåíåßò, áíôßóôïé÷á, p=0.06). Ç äéÜìåóç äéÜñ-
êåéá ôïõ åëÝã÷ïõ ôçò íüóïõ Þôáí 11 åâäïìÜäåò
(åýñïò 1-32+) êáé Ýîé áóèåíåßò ðáñáìÝíïõí óôçí
ìåëÝôç ãéá ìéá ðåñßïäï ðïõ êõìáßíåôáé áðü 13+
ìÝ÷ñé 32+ åâäïìÜäåò. Ï äéÜìåóïò ÷ñüíïò ìÝ÷ñé
ôçí ðñüïäï ôçò íüóïõ Þôáí 9 åâäïìÜäåò (åýñïò
3-31) ãéá ôï óýíïëï ôùí áóèåíþí. ÕðÞñîå ìéá
óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ óå üôé áöïñÜ ôï
÷ñüíï ìÝ÷ñé ðñüïäï íüóïõ ìåôáîý ôùí áóèåíþí
ìå PS 0-1 (11 åâäïìÜäåò, åýñïò 3-31+), óå ó÷Ý-
óç ìå áõôïýò ìå PS 2 (4 åâäïìÜäåò, åýñïò 3-8)
(log rank test êáé äïêéìáóßá Wilcoxon p < 0.001).
Óôçí ðñáãìáôéêüôçôá, ï êßíäõíïò ãéá ðñüïäï ôçò
íüóïõ ãéá ôïõò áóèåíåßò ìå PS 2 Þôáí ðåñßðïõ
Ýîé öïñÝò õøçëüôåñïò áðü áõôü ôùí áóèåíþí ìå
PS 0 Þ 1 [Hazard ratio (HR) = 6.232 confidence
interval 95% (95% CI): 2.13-18.25]. Áíôßèåôá, ï
êßíäõíïò ðñïüäïõ ôçò íüóïõ äåí åðçñåáæüôáí
áðü ôïí éóôïëïãéêü ôýðï (p= 0.877), ôï óôÜäéï
ôçò íüóïõ (p= 0.525) Þ ôïí áñéèìü ôùí ðñïçãïý-
ìåíùí èåñáðåéþí (p= 0.764).

ÌåôÜ áðü ìéá äéÜìåóç äéÜñêåéá ðáñáêïëïýèç-
óçò 18 åâäïìÜäùí, 12 (39%) áóèåíåßò Þôáí áêü-
ìá æùíôáíïß. Ç óõíïëéêÞ åðéâßùóç Þôáí 23 åâäï-
ìÜäåò (åýñïò 4-40) (Ó÷Þìá 1). Äåí õðÞñîå êáìßá
äéáöïñÜ óôç óõíïëéêÞ åðéâßùóç áíÜëïãá ìå ôïí
éóôïëïãéêü ôýðï (p= 0.419), ôï óôÜäéï ôçò íüóïõ

Ó÷Þìá 1: Åðéâßùóç áóèåíþí ðïõ õðïâëÞèçêáí óå èåñáðåßá ìå ZD1839.
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(p= 0.496) Þ ôïí áñéèìü ôùí ðñïçãïýìåíùí èå-
ñáðåéþí (p= 0.979). Åíôïýôïéò õðÞñîå ìéá óçìá-
íôéêÞ äéáöïñÜ óôçí åðéâßùóç ìåôáîý ôùí áóèå-
íþí ìå PS 0-1, óå ó÷Ýóç ìå PS 2 (äéÜìåóç åðé-
âßùóç 27 åâäïìÜäåò vs 6 åâäïìÜäåò, áíôßóôïé÷á,
Log rank test êáé äïêéìáóßá Wilcoxon p < 0.001).
Óôçí ðñáãìáôéêüôçôá ï êßíäõíïò èáíÜôïõ ãéá ôïõò
áóèåíåßò ìå PS 2 Þôáí ðåñßðïõ 6 öïñÝò õøçëü-
ôåñïò áðü áõôü ôùí áóèåíþí ìå PS 0 Þ 1 (Haz-
ard ratio = 5.727, 95% CI: 1.91-17.16).

Ðïéüôçôá ÆùÞò

Ôá ó÷åôéæüìåíá ìå ôçí íüóï óõìðôþìáôá üðùò
áîéïëïãÞèçêáí áðü ôçí VAS, âåëôéþèçêáí óå 39%
ôùí áóèåíþí óå Ýîé åâäïìÜäåò. ÐñÜãìáôé ç äéá-
öïñÜ ìåôáîý ôçò VAS êáôÜ ôçí Ýíáñîç ôçò áãù-
ãÞò êáé ìåôÜ áðü Ýîé åâäïìÜäåò Þôáí èåôéêÞ êáé
éäéáßôåñá óçìáíôéêÞ (t = 4.647, d.f. = 20, p <
0.001). H âåëôßùóç ôùí óõìðôùìÜôùí åìöáíß-
óôçêå óýíôïìá, ï äéÜìåóïò ÷ñüíïò ìÝ÷ñé ôçí
âåëôßùóç óõìðôþìáôùí Þôáí ôñåéò åâäïìÜäåò
(åýñïò 2 Ýùò 4). ÓçìáíôéêÞ óõó÷Ýôéóç ðáñáôçñÞ-
èçêå ìåôáîý ôïõ åëÝã÷ïõ ôçò íüóïõ êáé ôçò âåë-
ôßùóçò ôùí óõìðôþìáôùí: 83% ôùí áóèåíþí ðïõ
åìöÜíéóáí Ýëåã÷ï ôçò íüóïõ åß÷áí åðßóçò êáé
âåëôßùóç óõìðôùìÜôùí. Áõôü ôï ðïóïóôü Þôáí
óçìáíôéêÜ õøçëüôåñï áðü áõôü ôùí áóèåíþí ìå
ðñüïäï íüóïõ (83% vs 28%, áíôßóôïé÷á, p=0.012).
Åðéðñüóèåôá ïé áóèåíåßò ðïõ åß÷áí âåëôßùóç óôá
óõìðôþìáôÜ ôïõò åß÷áí åðßóçò êáé ìåãáëýôåñï
÷ñüíï ìÝ÷ñé ôçí åìöÜíéóç ðñüïäïõ ôçò íüóïõ
(äéÜìåóï TTP: 22 vs 5 åâäïìÜäùí, áíôßóôïé÷á,
p<0.001) êáé êáëýôåñç óõíïëéêÞ åðéâßùóç, (äéÜ-
ìåóç OS: 37 vs 17 åâäïìÜäùí, áíôßóôïé÷á, p <
0.001) óå óýãêñéóç ìå åêåßíïõò ðïõ äåí ðáñïõ-
óßáóáí âåëôßùóç óõìðôùìÜôùí. (Ðßíáêáò 4).

ÓõæÞôçóç

Ôá áðïôåëÝóìáôá ôçò ìåëÝôçò ìáò äåß÷íïõí
üôé ôï ZD1839 ìðïñåß íá ÷ïñçãçèåß ìå áóöÜëåéá
ùò èåñáðåßá äéÜóùóçò óå ðñïèåñáðåõìÝíïõò
áóèåíåßò ìå åêôåôáìÝíï NSCLC. ÄåäïìÝíùí ôùí
êáêþí ðñïãíùóôéêþí ðáñáãüíôùí áõôÞò ôçò

ïìÜäáò áóèåíþí (71% åß÷å áðïôý÷åé óå äýï êáé
29% óå ðåñéóóüôåñåò áðü äýï ðñïçãïýìåíåò
ãñáììÝò ÷çìåéïèåñáðåßáò), ôï ðáñáôçñçèÝí DCR
32% åßíáé åíèáññõíôéêü êáé äåß÷íåé üôé ôï ZD1839
åßíáé ìéá áðïôåëåóìáôéêÞ èåñáðåßá óôïõò âáñéÜ
ðñïèåñáðåõìÝíïõò áóèåíåßò ìå åêôåôáìÝíï
NSCLC. Áí êáé ìéá óçìáíôéêÞ õðïïìÜäá (48%)
ôùí áóèåíþí áõôþí åß÷å íüóï óôáäßïõ IIIB, ðñÜã-
ìá ôï ïðïßï èá ìðïñïýóå íá åðçñåÜóåé êáé ôï
ðïóïóôü áíôáðüêñéóçò êáé ôçí óõíïëéêÞ åðéâßù-
óç, ç óôáôéóôéêÞ áíÜëõóç äåí Ýäåéîå óçìáíôéêÞ
äéáöïñÜ óôç äñáóôéêüôçôá ôçò èåñáðåßáò áíÜëï-
ãá ìå ôï óôÜäéï ôçò íüóïõ.

Åíôïýôïéò, ôá áðïôåëÝóìáôá äñáóôéêüôçôáò ôçò
äéêéÜò ìáò ìåëÝôçò åßíáé áñêåôÜ ÷áìçëüôåñá áðü
åêåßíá ðïõ áíáöÝñïíôáé óå äýï ðñüóöáôá äçìï-
óéåõìÝíåò ìåëÝôåò. Óôçí ìåëÝôç áðü ôïí Fukuo-
ka25 êáé óõí (IDEAL 1), Ýíá óçìáíôéêü ðïóïóôü
åëÝã÷ïõ ôçò íüóïõ ðáñáôçñÞèçêå êáé ìå ôéò äýï
äüóåéò: 54,4% ãéá ôá 250 mg/çìåñçóßùò êáé 51,4%
ãéá ôá 500 mg/çìåñçóßùò (ôéìÞ p: ìç óçìáíôé-
êÞ)25. Ðáñüìïéá, ï Kris êáé óõí (IDEAL 2), áíáöÝ-
ñïõí ðïóïóôÜ áíôéêåéìåíéêÞò áíôáðüêñéóçò 11,8%
êáé 8,8% ãéá ôéò äýï ïìÜäåò äüóåùí, áíôßóôïé-
÷á26. ÄéÜöïñïé ëüãïé èá ìðïñïýóáí íá åîçãÞ-
óïõí ôç äéáöïñÜ ðïõ ðáñáôçñåßôáé ìåôáîý ôùí
áðïôåëåóìÜôùí ìáò êáé åêåßíùí ôùí äýï ðñïá-
íáöåñèåéóþí ìåëåôþí. Áñ÷éêÜ, èá ìðïñïýóå íá
ïöåßëåôáé óôïõò äéáöïñåôéêïýò ðëçèõóìïýò áóèå-
íþí, äåäïìÝíïõ üôé ï Fukuoka25 ðåñéÝëáâå óôçí
ìåëÝôç ôïõ ðåñéóóüôåñïõò áóèåíåßò ìå PS 0-1.
ÁöåôÝñïõ, èá ìðïñïýóå íá ïöåßëåôáé óå ìåèïäï-
ëïãéêïýò ëüãïõò, äåäïìÝíïõ üôé äéáöïñåôéêÜ êñé-
ôÞñéá ÷ñçóéìïðïéÞèçêáí ãéá ôçí áîéïëüãçóç ôçò
áíôáðüêñéóçò. Åìåßò ÷ñçóéìïðïéÞóáìå ôá êñéôÞ-
ñéá áíôáðüêñéóçò ôçò WHO, åíþ ç ìåëÝôç ôïõ
Fukuoka ÷ñçóéìïðïßçóå ôá êñéôÞñéá RECIST. Êáé
ïé äýï ìåëÝôåò áíáöÝñïõí ôç óýíôïìç êáé êëéíé-
êÜ óçìáíôéêÞ âåëôßùóç ôùí óõìðôùìÜôùí êáé ôçò
ðïéüôçôáò ôçò æùÞò27,28. ÂÝâáéá, ïðïéåóäÞðïôå
óõãêñßóåéò ìåôáîý ôùí óôïé÷åßùí ôçò äéêéÜò ìáò
ìåëÝôçò êáé ôùí ìåëåôþí IDEAL 1 êáé 2 ðñÝðåé
íá åñìçíåõèïýí ìå ðñïóï÷Þ, ëüãù êáé ôùí óç-
ìáíôéêþí äéáöïñþí ðïõ õðÜñ÷ïõí óôïí áñéèìü
ôùí áóèåíþí ðïõ óõìðåñéÝëáâå ç êÜèå ìåëÝôç.

Ðßíáêáò 4. ×ñüíïò ìÝ÷ñé ðñüïäï íüóïõ êáé óõíïëéêÞ åðéâßùóç óå ó÷Ýóç ìå ôçí âåëôßùóç Þ ü÷é ôùí óõìðôùìÜôùí.

Âåëôßùóç óõìðôùìÜôùí Ìç âåëôßùóç óõìðôùìÜôùí ÔéìÞ p

×ñüíïò ìÝ÷ñé ðñüïäï íüóïõ 22 5 <0.001
(äéÜìåóïò, åâäïìÜäåò)
ÓõíïëéêÞ åðéâßùóç
 (äéÜìåóç, åâäïìÜäåò) 37 17 <0.001
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Ï åêôåôáìÝíïò NSCLC ðáñáìÝíåé ìßá èáíá-
ôçöüñïò íüóïò êáé ùò åê ôïýôïõ ïé êýñéïé óôü÷ïé
ôçò èåñáðåßáò èá ðñÝðåé íá åßíáé ç áíáêïýöéóç
ôùí óõìðôùìÜôùí, ç áðïäåêôÞ ðïéüôçôá æùÞò
êáé ç ðáñÜôáóç ôçò åðéâßùóçò. ÅðïìÝíùò, ç ôï-
îéêüôçôá ìéáò óõãêåêñéìÝíçò èåñáðåßáò áðïôåëåß
Ýíá óçìáíôéêü æÞôçìá. Ïé óõ÷íüôåñåò áíåðéèý-
ìçôåò åíÝñãåéåò óôçí ìåëÝôç ìáò Þôáí ïé äåñìá-
ôïëïãéêÝò âëÜâåò êáé ç äéÜññïéá. Ç ðëåéïøçößá
ôùí ðåñéðôþóåùí äåñìáôïëïãéêÞò ôïîéêüôçôáò
Þôáí grade É Þ ÉÉ, ç ïðïßá õðï÷þñçóå óå Ýíôáóç
êáôÜ ôç äéÜñêåéá ôçò èåñáðåßáò. Åßíáé óçìáíôéêü
íá óçìåéùèåß üôé ãéá êáíÝíá áóèåíÞ äåí áðáéôÞ-
èçêå ìüíéìç äéáêïðÞ ôçò èåñáðåßáò ëüãù ôïîé-
êüôçôáò. ÁõôÝò ïé ðáñáôçñÞóåéò åßíáé óýìöùíåò
ìå áíôßóôïé÷åò ðáñáôçñÞóåéò áðü ìåëÝôåò öÜ-
óçò I/II ôïõ ZD183917-26. Öáßíåôáé üôé ç äåñìáôï-
ëïãéêÞ ôïîéêüôçôá åßíáé ìéá êïéíÞ áíåðéèýìçôç
åíÝñãåéá ðïõ áöïñÜ ôéò èåñáðåßåò ðïõ äñïõí
ìÝóù ôïõ ìç÷áíéóìïý ôïõ EGFR, äåäïìÝíïõ üôé
ïé ìåëÝôåò ìå ôï áíôé-EGFR ìïíïêëùíéêü áíôß-
óùìá C225 êáé ôïí áíáóôïëÝá ôçò ôõñïóéíéêÞò
êéíÜóçò ôïõ EGFR OSI-774 áíáöÝñïõí åðßóçò
óõ÷íÞ äåñìáôïëïãéêÞ ôïîéêüôçôá34-36. Ç Üëëç ðéï
óõ÷íÞ ôïîéêüôçôá Þôáí ç äéÜññïéá, óõíÞèùò grade
É êáé ÉÉ, ç ïðïßá áíôéìåôùðßóôçêå åýêïëá ìå ôá
óõíçèéóìÝíá õðïóôçñéêôéêÜ ìÝôñá êáé õðï÷þñç-
óå ìå ôçí ðñïóùñéíÞ äéáêïðÞ ôïõ ZD1839.

Åêôüò áðü ôç óôáèåñïðïßçóç ôçò íüóïõ, óç-
ìáíôéêÜ êëéíéêÜ ïöÝëç ðáñáôçñÞèçêáí êáé áíá-
öïñéêÜ ìå ôçí âåëôßùóç ôçò ðïéüôçôáò æùÞò êáé
ôçí áíáêïýöéóç ôùí óõìðôùìÜôùí, áêüìá êáé óå
áóèåíåßò ìå ôåêìçñéùìÝíç ðñüïäï ôçò íüóïõ. Ôï
ZD1839 ðáñåß÷å ìéá ãñÞãïñç êáé óçìáíôéêÞ áíá-
êïýöéóç óõìðôùìÜôùí óå Ýíáí äéÜìåóï ÷ñüíï
ìüíï ôñéþí åâäïìÜäùí. ÅðéðëÝïí ôá óôïé÷åßá ìáò
êáôáäåéêíýïõí üôé ç âåëôßùóç ôùí óõìðôùìÜôùí,
áíåîÜñôçôá áðü ôçí áíôéêåéìåíéêÞ áíôáðüêñéóç,
ó÷åôßæåôáé ìå ìåãáëýôåñïõò ÷ñüíïõò TTP êáé OS.
Áí êáé áõôÝò ïé ðáñáôçñÞóåéò åßíáé óõãêñßóéìåò
ìå åêåßíåò ðïõ áíáöÝñïíôáé óôéò äýï IDEAL ìå-
ëÝôåò, ï ÷ñüíïò ìÝ÷ñé ôçí âåëôßùóç ôùí óõìðôù-
ìÜôùí óôçí ìåëÝôç ìáò åßíáé óçìáíôéêÜ ìåãáëý-
ôåñïò áðü åêåßíï ðïõ áíáöÝñåôáé óôéò ìåëÝôåò
IDEAL 1 êáé 2. Áõôü èá ìðïñïýóå íá ïöåßëåôáé
óôï ãåãïíüò üôé ôá ìåóï-äéáóôÞìáôá áîéïëüãç-
óçò Þôáí äýï åâäïìÜäåò óôçí äéêéÜ ìáò ìåëÝôç,
óõãêñéôéêÜ ìå ôéò åâäïìáäéáßåò áîéïëïãÞóåéò óôéò
IDEAL 1 êáé 227,28.

ÄéÜöïñåò ðñïêëéíéêÝò ìåëÝôåò Ý÷ïõí áðïäåß-
îåé üôé ôï ZD1839 ìðïñåß íá óõíäõáóôåß áêßíäõ-
íá ìå ôá êëáóóéêÜ êõôôáñïôïîéêÜ öÜñìáêá (üðùò
ôï cisplatin Þ docetaxel) Þ ôçí áêôéíïâïëßá êáé

ìðïñåß íá ïäçãÞóåé óå åíßó÷õóç ôçò áíôéíåïðëá-
óìáôéêÞò ôïõò äñÜóçò ôüóï in vivo, üóï êáé in
vitro14,15,37. ÅðéðëÝïí, õðÜñ÷ïõí äåäïìÝíá áðü ìéá
ðéëïôéêÞ ìåëÝôç38 üôé ôï ZD1839 óå óõíäõáóìü
ìå ôï paclitaxel/carboplatin Þôáí êáëÜ áíåêôü áðü
áóèåíåßò ìå ðñï÷ùñçìÝíï NSCLC39.

Ðñüóöáôá, äçìïóéåýèçêáí ôá áðïôåëÝóìáôá
áðü äýï ìåãÜëåò, ôõ÷áéïðïéçìÝíåò, äéðëÝò ôõ-
öëÝò ìåëÝôåò öÜóçò ÉÉÉ (INTACT 1 & 2), ïé ïðïßåò
åîÝôáóáí ôçí ÷ïñÞãçóç ôïõ ZD1839 óå óõíäõá-
óìü ìå êëáóóéêÜ êõôôáñïóôáôéêÜ, ùò èåñáðåßá
ðñþôçò ãñáììÞò óå áóèåíåßò ìå åêôåôáìÝíï
NSCLC39,40. Ïé áóèåíåßò êáé óôéò äýï ìåëÝôåò
ôõ÷áéïðïéïýíôáí óå ôñßá óêÝëç: ÷çìåéïèåñáðåßá
êáé ZD1839 250 mg, ÷çìåéïèåñáðåßá êáé ZD1839
500mg, Þ ÷çìåéïèåñáðåßá êáé åéêïíéêü öÜñìáêï
(placebo). Óôçí ðñþôç ìåëÝôç (INTACT 1) ç ÷ç-
ìåéïèåñáðåßá Þôáí gemcitabine 1250 mg/m2, ôéò
çìÝñåò 1 êáé 8 êáé cisplatin 80mg/m2, ôçí çìÝñá
1, ãéá Ýîé êýêëïõò. Óôçí äåýôåñç ìåëÝôç (INTACT
2), ç ÷çìåéïèåñáðåßá áðïôåëïýíôáí áðü carbo-
platina óå äüóç 6 AUC êáé paclitaxel 225mg/m2

êÜèå ôñåéò åâäïìÜäåò, ãéá Ýîé êýêëïõò. Êáé óôéò
äýï ìåëÝôåò ç áãùãÞ ìå ZD1839, Þ åéêïíéêü
öÜñìáêï óõíå÷éæüôáí êáé ìåôÜ ôçí ïëïêëÞñùóç
ôùí Ýîé êýêëùí ôçò ÷çìåéïèåñáðåßáò, ìÝ÷ñé ôçí
åìöÜíéóç ðñïüäïõ íüóïõ. Ôï óõìðÝñáóìá êáé áðü
ôéò äýï ìåëÝôåò Þôáí üôé äåí õðÞñ÷å äéáöïñÜ óå
üôé áöïñÜ ôçí óõíïëéêÞ åðéâßùóç êáé ôï äéÜóôç-
ìá ìÝ÷ñé ôçí ðñüïäï íüóïõ ìåôáîý ôùí ôñéþí
óêåëþí èåñáðåßáò. ¢ñá ç ðñïóèÞêç ôïõ ZD1839
áðÝôõ÷å íá ðñïóöÝñåé êÜðïéï üöåëïò óå üôé
áöïñÜ ôçí åðéâßùóç ôùí áóèåíþí, åíþ åðéðëÝïí
ôá óêÝëç ôá ïðïßá Ýëáâáí ZD1839 ðáñïõóßáóáí
äéÜññïéá óå ìåãáëýôåñï âáèìü39,40.

ÓõìðåñáóìáôéêÜ èá ìðïñïýóáìå íá ðïýìå üôé
ôï ZD1839 åßíáé Ýíá íÝï êáé åíåñãü âéïëïãéêü
öÜñìáêï óôçí èåñáðåßá ôïõ NSCLC, ìå Ýíá ðïëý
åõíïúêü ðñïöéë ôïîéêüôçôáò. Ôï ZD1839 Ý÷åé äåßîåé
óçìáíôéêÞ äñáóôéêüôçôá êáôÜ ôïõ üãêïõ êáé êëé-
íéêÜ ÷ñÞóéìç âåëôßùóç ôùí óõìðôùìÜôùí êáé ôçò
ðïéüôçôáò æùÞò, ùò ìïíïèåñáðåßá äåýôåñçò ç
ìåãáëýôåñçò ãñáììÞò. Ç ÷ïñÞãçóç ôïõ üìùò óå
óõíäõáóìü ìå êëáóóéêÜ êõôôáñïóôáôéêÜ ùò èåñá-
ðåßá ðñþôçò ãñáììÞò öáßíåôáé üôé äåí ðñïóöÝ-
ñåé ðëåïíåêôÞìáôá óôçí åðéâßùóç ôùí áóèåíþí.
Ïé ìåëëïíôéêÝò ìåëÝôåò ðñÝðåé íá åîåôÜóïõí äéÜ-
öïñá æçôÞìáôá üðùò ç ÷ïñÞãçóç ôïõ ZD1839
óå ðåñéóóüôåñï ðñþéìá óôÜäéá ôçò íüóïõ Þ óå
óõíäõáóìü ìå áêôéíïâïëßá. ÁõôÝò ïé ìåëÝôåò èá
ìðïñïýóáí íá ïäçãÞóïõí óå ðåñáéôÝñù âåëôéþ-
óåéò óôçí áíôéìåôþðéóç ôïõ NSCLC êáé Üëëùí
üãêùí ðïõ ðáñïõóéÜæïõí õðåñÝêöñáóç ôïõ EGFR.
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ABSTRACT

A. PALLIS, D. MAVROUDIS, V. BOZIONELOU, N. XENIDES, G. MILAKI, N. VARDAKIS, V
.GEORGOULIAS. Salvage therapy with EGFR tyrosine-kinase inhibitor ZD 1839 in
relapsed patients with NSCLC

Purpose: To evaluate the efficacy and tolerability of the novel, oral Epidermal Growth Factor
Receptor-Tyrosine Kinase Inhibitor (EGFR-TKI) ZD1839 in patients with heavily pre-treated
advanced NSCLC. Patients and methods: Thirty-one patients with advanced, unresectable and
progressive NSCLC, previously treated with one or two chemotherapy regimens, received
ZD1839 250 mg orally once daily. Patients who had received only one prior chemotherapy
regimen had to be considered unsuitable for second-line chemotherapy. Results: The disease
control rate was 32% (1/31 patients had a partial response and 9/31 patients had stable
disease). Median overall survival was 23 weeks (range 4-40). Symptom improvement was
reported by 39% of patients overall and by 83% of patients who achieved disease control. The
median time to symptom improvement was 3 weeks (range 2-4). Adverse events were gener-
ally mild (grade I or II) and reversible and consisted mostly of skin rash, diarrhea and fatigue.
Conclusions: ZD1839 demonstrated clinically meaningful antitumor activity with significant
improvement in symptoms in this heavily pre-treated group of patients with advanced NSCLC.
Furthermore, ZD1839 showed a favorable toxicity profile, with the majority of adverse events
being mild and reversible. Key words: ZD1839, non-small-cell lung cancer, salvage therapy.
Forum of Clinical Oncology 1 (4):208-219, 2002.
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ÐÑÙÔÏÔÕÐÅÓ ÌÅËÅÔÅÓ

Áêôéíïèåñáðåßá åãêåöÜëïõ óå áóèåíåßò

ìå åãêåöáëéêÝò ìåôáóôÜóåéò áðü ìç ìéêñïêõôôáñéêü

êáñêßíùìá ôïõ ðíåýìïíïò

Ã. Ðëáôáíéþôçò, Ê. Ðéóôåýïõ-ÃïìðÜêç, Ö. Óáââßäçò, Á. ËéÜñïò, É. Ôæéôæßêáò,
É. ÓùöñïíéÜäçò

ÐÅÑIËÇØÇ
ÐáñïõóéÜæïõìå áíáäñïìéêÞ áíÜëõóç ìå 41 áóèåíåßò ðïõ Ýðáó÷áí áðü åãêåöáëéêÝò ìåôáóôÜ-
óåéò áðü ðñùôïðáèÞ ìç ìéêñïêõôôáñéêü êáñêßíï ôïõ ðíåýìïíïò. Ïé áóèåíåßò áêôéíïâïëÞèç-
êáí óôï áêôéíïèåñáðåõôéêü ôìÞìá ôïõ ÁÐÈ áðü ôïí 5/97 Ýùò ôïí 10/01, Þóáí üëïé ðåñéðá-
ôçôéêïß ìå äåßêôç Karnofsky 60, êáé åß÷áí üëïé åíåñãü åîùêñáíéáêÞ íüóï. Åöáñìüóèçêáí äýï
ó÷Þìáôá èåñáðåßáò ôá 10x3 Gy (ïìÜäá1) and 5x4 Gy (ïìÜäá 2) ìå ÷ïñÞãçóç äåîáìåèáæüíçò.
Ç óõíïëéêÞ åíäéÜìåóç åðéâßùóç Þôáí 6,2 ìÞíåò åíþ 21% ôùí áóèåíþí Þóáí åí æùÞ ìåôÜ áðü
Ýíá Ýôïò. Ç äéáöïñÜ óôçí åðéâßùóç ìåôáîý ôùí äýï ïìÜäùí Þôáí óôáôéóôéêþò óçìáíôéêÞ (log-
rank test, p=0.0432), áëëÜ ßóùò äåí áîéïëïãåßôáé áðü êëéíéêÞ Üðïøç áöïý ðñüêåéôáé ðåñß
áíáäñïìéêÞò êáé ìç ôõ÷áéïðïéçìÝíçò ìåëÝôçò. ÌÝ÷ñé íá ðñïêýøïõí åðùöåëÝóôåñá ó÷Þìáôá
èåñáðåßáò, ôá äýï áíùôÝñù èåùñïýíôáé ùò èåñáðåßá åêëïãÞò ãéá ôïõò áóèåíåßò áõôïýò.
ËÝîåéò ÊëåéäéÜ: ÅãêåöáëéêÝò ìåôáóôÜóåéò, ìç ìéêñïêõôôáñéêüò êáñêßíïò ðíåýìïíïò, Áêôéíï-
èåñáðåßá, Êåñìáôéóìüò ôçò äüóçò.  ÂÞìá ÊëéíéêÞò Ïãêïëïãßáò 2002, 1 (4):220-224.

ÅñãáóôÞñéï ÁêôéíïèåñáðåõôéêÞò-Ïãêïëïãßáò ÁÐÈ,
Íïóïêïìåßï Á×ÅÐÁ
Áëëçëïãñáößá: Ã. Ðëáôáíéþôçò, ÅñãáóôÞñéï Áêôéíïèå-
ñáðåõôéêÞò-Ïãêïëïãßáò ÁÐÈ, Íïóïêïìåßï Á×ÅÐÁ, Óô.
Êõñéáêßäç 1, Èåóóáëïíßêç 546 36.
Ôçë: 0310-994931 0974-841891
email: gplatan3@otenet.gr

ÅéóáãùãÞ

Ïé áóèåíåßò ìå ìç ìéêñïêõôôáñéêü êáñêßíùìá
ðíåýìïíïò (ÌÌÊÐ) ðïõ áíáðôýóóïõí åãêåöáëé-
êÝò ìåôáóôÜóåéò, áðïôåëïýí ìéá ïìÜäá áóèåíþí
ìå ðñüãíùóç ó÷åôéêÜ äõóìåíÝóôåñç áðü Üëëïõò
áóèåíåßò ìå åãêåöáëéêÝò ìåôáóôÜóåéò. Åßíáé åðß-
óçò ãåãïíüò üôé ç ðñüãíùóç ôùí áóèåíþí ìå
ÌÌÊÐ ìå Þ ÷ùñßò ìåôáóôáôéêÞ íüóï åðçñåÜæåôáé

óçìáíôéêÜ áðü ôç ãåíéêÞ êáôÜóôáóç ôïõ áóèå-
íïýò1. ¼ðùò óõ÷íÜ áíáöÝñåôáé, áóèåíåßò ìå ÷á-
ìçëü äåßêôç Karnofsky (Karnofsky Performance
Status, KPS) êáé åíåñãü åîùêñáíéáêÞ íüóï, Ý÷ïõí
éäéáéôÝñùò êáêÞ ðñüãíùóç2,3. Ôï ÔìÞìá Áêôéíï-
èåñáðåõôéêÞò Ïãêïëïãßáò ôïõ ÁÐÈ äåí äéáèÝôåé
êëéíéêÞ êáé ùò åê ôïýôïõ ïé áóèåíåßò åßíáé ðåñé-
ðáôçôéêïß óôçí ðëåéïíüôçôÜ ôïõò ìå KPS ôïõëÜ-
÷éóôïí 60. ¸ôóé óôçí ðáñïýóá ìåëÝôç áíáêïéíþ-
íåôáé ç åìðåéñßá áðü ôçí áíôéìåôþðéóç áóèåíþí
ìå åãêåöáëéêÝò ìåôáóôÜóåéò áðü ÌÌÊÐ êáé ó÷å-
ôéêÜ õøçëü KPS. Ôá óõíçèÝóôåñá ó÷Þìáôá Áêôé-
íïèåñáðåßáò ðïõ åöáñìüæïíôáé äéåèíþò åßíáé ôá
10x3 Gy êáé ôá 5x4 Gy. Óôï ôìÞìá ìáò åöáñìü-
æïíôáé ôá äýï áõôÜ ó÷Þìáôá êáôÜ ôçí êñßóç ôïõ
èåñÜðïíôïò éáôñïý.
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Õëéêü êáé ìÝèïäïò

ÌåôÜ áðü áíáäñïìÞ óôï áñ÷åßï ôïõ Áêôéíïèå-
ñáðåõôéêïý ôìÞìáôïò ôïõ ÁÐÈ áíåõñÝèçóáí 43
áóèåíåßò ðïõ õðåâëÞèçóáí óå Áêôéíïèåñáðåßá
åãêåöÜëïõ ëüãù åãêåöáëéêþí ìåôáóôÜóåùí áðü
ðñùôïðáèÞ íåïðëÜóìáôá ôïõ ðíåýìïíïò, êáôÜ
ôï ÷ñïíéêü äéÜóôçìá 5/1997 Ýùò 10/2001. Áóèå-
íåßò ìå 1-2 ìéêñïý ìåãÝèïõò ìåôáóôáôéêÝò åóôßåò
óôïí åãêÝöáëï êáé ÷ùñßò åíåñãü åîùêñáíéáêÞ
íüóï ðáñáðÝìðïíôáé óõíÞèùò ðñïò ÷åéñïõñãéêÞ
åîáßñåóç, áêôéíï÷åéñïõñãéêÞ Þ âñá÷õèåñáðåßá óå
åéäéêÜ êÝíôñá, åíþ áóèåíåßò ìå ÷áìçëü KPS êáé
åìöáíþò äõóìåíïýò ðñïãíþóåùò ðáñáðÝìðïíôáé
áðü ôïõò èåñÜðïíôåò éáôñïýò óå áêôéíïèåñáðåõ-
ôéêÜ ôìÞìáôá ìå äõíáôüôçôá íïóçëåßáò. ÅðåéäÞ
ôï Áêôéíïèåñáðåõôéêü ôìÞìá ôïõ ÁÐÈ óôï Íïóï-
êïìåßï Á×ÅÐÁ äåí äéáèÝôåé êëéíéêÞ, üëïé ïé áóèå-
íåßò Þôáí ðåñéðáôçôéêïß. Ôï Karnofsky Performance
Status (KPS) Þôáí óôï 90% ôùí áóèåíþí ìåãá-
ëýôåñï ôïõ 60, åõñßóêïíôáí äçëáäÞ óå ìéÜ åí-
äéÜìåóç ôùí äýï áíùôÝñù êáôáóôÜóåùí.

Ïé ðëçñïöïñßåò ãéá êÜèå áóèåíÞ áíôëÞèçêáí
áðü ôçí êÜñôá áêôéíïèåñáðåßáò êáé ôï éóôïñéêü,
êáèþò êáé ìåôÜ áðü åðéêïéíùíßá ìå ôïõò ðáñáðÝ-
ìðïíôåò éáôñïýò. Ãéá ôïõò áðïâéþóáíôåò áóèå-
íåßò ç çìåñïìçíßá èáíÜôïõ åðéâåâáéþèçêå ìåôÜ
áðü ôçëåöùíéêÞ åðéêïéíùíßá ìå ôïõò óõããåíåßò
ôïõò.

Óå üëïõò áíåîáéñÝôùò ôïõò áóèåíåßò õðÞñ÷å
åíåñãüò åîùêñáíéáêÞ íüóïò óôïí ðíåýìïíá Þ êáé
óå Üëëåò åóôßåò, êõñßùò óôá ïóôÜ, Þðáñ, åðéíå-
öñßäéá Þ êáé åôåñüðëåõñï ðíåýìïíá. Áðü ôïõò
43 áóèåíåßò äýï ìüíïí Ýðáó÷áí áðü ìéêñïêõôôá-
ñéêü Ca ðíåýìïíïò, áöïý åöáñìüæïõìå óõóôçìá-
ôéêÜ ôçí ðñïöõëáêôéêÞ áêôéíïèåñáðåßá åãêåöÜ-
ëïõ óôïõò áóèåíåßò áõôïýò. Ôá áðïôåëÝóìáôá ðïõ
ðåñéãñÜöïõìå áöïñïýí óôïõò õðüëïéðïõò 41
áóèåíåßò. Óå üëïõò õðÞñ÷å éóôïëïãéêÞ åðéâåâáßùóç
ôçò ðñùôïðáèïýò åóôßáò åíþ ç äéÜãíùóç ôçò
ìåôáóôáôéêÞò íüóïõ óôïí åãêÝöáëï Ýãéíå ìå áîï-
íéêÞ Þ/êáé ìáãíçôéêÞ ôïìïãñáößá. Ïé áóèåíåßò
õðïâëÞèçêáí óå äýï áêôéíïèåñáðåõôéêÜ ó÷Þìáôá
óýìöùíá ìå ôçí êñßóç ôùí èåñáðüíôùí áêôéíï-
èåñáðåõôþí. ÅéêïóéÝîé áóèåíåßò õðïâëÞèçêáí óôï
ó÷Þìá 10x3 Gy (ïìÜäá 1), 13 áóèåíåßò óôï 5x4
Gy (ïìÜäá 2) êáé 2 áóèåíåßò óå 6x4 Gy. Óôçí
áíÜëõóç ôùí áðïôåëåóìÜôùí ïé 2 áõôïß áóèåíåßò
ðåñéåëÞöèçóáí óôçí ïìÜäá 2.

¼ëïé ïé áóèåíåßò áêôéíïâïëÞèçêáí åö’ïëïêëÞ-
ñïõ ôïõ åãêåöÜëïõ êáé üëïé åëÜìâáíáí áðïéäç-
ìáôéêÞ áãùãÞ ìå 8-24 mg äåîáìåèáæüíç çìåñç-
óßùò. Áóèåíåßò ìå åðéëçðôéêÝò êñßóåéò Ýëáâáí

áíôéåðéëçðôéêÜ öÜñìáêá.
Ãéá ôç èåñáðåßá ÷ñçóéìïðïéÞèçêå Co-60 (SSD

80) ìå éóïêåíôñéêÞ ôå÷íéêÞ, åíþ ç äüóç õðïëïãß-
óôçêå óôï ìÝóï åðßðåäï. Ï ÷ñüíïò åðéâßùóçò
õðïëïãßóôçêå áðü ôçí Ýíáñîç ôçò áêôéíïèåñá-
ðåßáò, åíþ ôï äéÜóôçìá áðü ôç äéÜãíùóç ìÝ÷ñé
ôçí Ýíáñîç ôçò áêôéíïèåñáðåßáò êõìÜíèçêå ìå-
ôáîý 2 êáé 20 çìåñþí.

ÁðïôåëÝóìáôá

Áðü ôïõò 41 óõíïëéêÜ áóèåíåßò ïé 36 Þóáí
Üíäñåò êáé 5 ãõíáßêåò ìå ìÝóç çëéêßá 60,7 Ýôç
êáé åíäéÜìåóç 62 Ýôç (åýñïò 40-78 Ýôç). Ôï 46%
ôùí áóèåíþí (19 áóè.) Þóáí ìéêñüôåñïé ôùí 60
åôþí. Óýìöùíá ìå ôçí éóôïëïãéêÞ åéêüíá ôçò
ðñùôïðáèïýò åóôßáò åß÷áìå : áäåíïêáñêßíùìá 20
(49%), ðëáêþäåò 19 (46%) êáé ìåãáëïêõôôáñéêü
2 (5%). Ïé äýï ïìÜäåò äåí äéÝöåñáí óôáôéóôéêþò
óôá ÷áñáêôçñéóôéêÜ ôùí áóèåíþí (Ðßíáêáò 1).

Ç åíäéÜìåóç åðéâßùóç ãéá üëïõò ôïõò áóèå-
íåßò Þôáí 6 ìÞíåò (95% äéÜóôçìá áîéïðéóôßáò
5,5-9,9 ìÞíåò) åíþ 21% Þóáí åí æùÞ ìåôÜ áðü
Ýíá Ýôïò. Ç åðéâßùóç õðïëïãßóôçêå ìå ôç ìÝèïäï
Kaplan-Meier êáé õðïëïãßóôçêå üôé ãéá ôçí ïìÜäá
1, ç åíäéÜìåóç åðéâßùóç Þôáí 6,8 ìÞíåò åíþ ãéá
ôçí ïìÜäá 2 Þôáí 5,5 ìÞíåò (log-rank test, p=
0,0432) (Ó÷Þìá 1).

¼ôáí áðü ôçí ïìÜäá 1 áöáéñÝèçêáí ïé äýï
áóèåíåßò ìå åðéâßùóç 31,5 Þ 33,5 ìÞíåò (ïé õðü-
ëïéðïé åðéâßùóáí áðü 0,8-14,6 ìÞíåò) ôüôå ç äéá-
öïñÜ óôçí åðéâßùóç ìåôáîý ôùí äýï ïìÜäùí Ýãéíå
ìç óçìáíôéêÞ óôáôéóôéêþò (p=0,12). Ç óýãêñéóç
ôïõ KPS ìåôáîý ôùí äýï ïìÜäùí èåñáðåßáò äåí
áðÝäåéîå óôáôéóôéêþò óçìáíôéêÞ äéáöïñÜ (Fisher’s
exact test p=0,17). ÄéáöïñÜ óôçí åðéâßùóç äåí
ðáñáôçñÞèçêå åðßóçò ìåôáîý ôùí äýï ìåãáëýôå-
ñùí ïìÜäùí üóïí áöïñÜ óôçí éóôïëïãéêÞ åéêüíá,
ôçò ðñùôïðáèïýò åóôßáò (áäåíïêáñêßíùìá Þ ðëá-
êþäåò). Åêôüò ôçò ìåôáêôéíéêÞò áëùðåêßáò êáé
äåñìáôßôéäïò Grade I äåí êáôáãñÜöçêå êÜðïéá
Üëëç ìåôáêôéíéêÞ áíôßäñáóç.

ÓõæÞôçóç

Ç åðéâßùóç ôùí áóèåíþí ìå åãêåöáëéêÝò ìå-
ôáóôÜóåéò áðü Ca ðíåýìïíïò áí áöåèïýí ÷ùñßò
èåñáðåßá åßíáé ðåñßðïõ 1 ìÞíáò. ÌåãÜëåò ìåëÝôåò
óå áóèåíåßò ìå åãêåöáëéêÝò ìåôáóôÜóåéò áðü íåï-
ðëÜóìáôá ôïõ ðíåýìïíïò ðïõ õðïâÜëëïíôáé óå
áêôéíïèåñáðåßá åãêåöÜëïõ áíáêïéíþíïõí åíäéÜìåóç
åðéâßùóç 4 ìÞíåò4,5. Óå ìßá áíáäñïìéêÞ áíÜëõóç
RPA (Recursive Partitioning Analysis) ðïõ óõìðå-
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Ðßíáêáò 1. Ôá ÷áñáêôçñéóôéêÜ ôùí 41 áóèåíþí ðïõ ðáñïõóéÜæïíôáé óôç ìåëÝôç

ÏìÜäá 1 (10x3 Gy) ÏìÜäá 2 (5x4 Gy) Óýíïëï

ÉóôïëïãéêÞ åéêüíá
Áäåíï- 14 (54%) 6 (40%) 20 (49%)
Ðëáêþäåò 11 (42%) 8 (53%) 19 (46%)
Ìåãáëïêõôôáñéêü 1 (3.8%) 1 (7%) 2 (5%)
Hëéêßá (ìÝóç) 60.8 60.4 60.7
Öýëï
Áíäñåò 24 (92%) 12 (80%) 36 (88%)
Ãõíáßêåò 2 (7.7%) 3 (20%) 5 (12%)
Karnofsky P. S.
50 2 (8%) 3 (20%) 5 (12%)
60 9 (35%) 3 (20%) 12 (29%)
70 8 (31%) 8 (53%) 16 (39%)
80 7 (27%) 1 (27%) 8 (20%)
Åðéâßùóç (ìÞíåò)
ÅíäéÜìåóç 6.8 5.5 6
ÌÝóç 8.8 5.8 7.7
Åýñïò 0.8-33.5 0.6-33.5 0.6-13.9
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Ó÷Þìá 1. Ïé êáìðýëåò Kaplan-Meier ôçò åðéâßùóçò
óõíáñôÞóåé ôïõ ÷ñüíïõ óå ìÞíåò áðü ôçí Ýíáñîç ôçò
áêôéíïèåñáðåßáò. Ç äéáêåêïìÝíç ãñáììÞ áíôéóôïé÷åß
óôïõò áóèåíåßò ôçò ïìÜäáò 1 (10x3 Gy), åíþ ç ðá÷åéÜ
óõíå÷Þò ãñáììÞ áíôéóôïé÷åß óôçí ïìÜäá 2 (5x4Gy).

ñéÝëáâå ôñåéò ìåëÝôåò ôçò RTÏG ìå áóèåíåßò ðïõ
áêôéíïâïëÞèçêáí ëüãù åãêåöáëéêþí ìåôáóôÜóåùí
áðü äéÜöïñåò ðñùôïðáèåßò åóôßåò, ïé óõããñáöåßò
óõìðÝñáíáí üôé ôçí êáëýôåñç ðñüãíùóç (åíäéÜ-
ìåóç åðéâßùóç 7,1 ìÞíåò) åß÷áí ïé áóèåíåßò ìå
çëéêßá <65 åôþí êáé KPS ?70, åëåã÷üìåíç ôçí
ðñùôïðáèÞ åóôßá êáé ÷ùñßò Üëëç ìåôáóôáôéêÞ åóôßá,
ðëÞí ôïõ åãêåöÜëïõ (RPA ïìÜäá É). Ïé áóèåíåßò
ìå KPS <70 åß÷áí åíäéÜìåóç åðéâßùóç 2,3 ìÞíåò
(RPA ïìÜäá ÉÉÉ)êáé üëïé ïé õðüëïéðïé áóèåíåßò åß-
÷áí åíäéÜìåóç 4,2 ìÞíåò (RPA ïìÜäá ÉÉ)3.

Ïé áóèåíåßò ôçò ðáñïýóçò ìåëÝôçò åß÷áí ó÷å-
ôéêþò õøçëÞ åíäéÜìåóç åðéâßùóç (6,2 ìÞíåò) áí
êáé üëïé åß÷áí åíåñãü åîùêñáíéáêÞ íüóï åßôå óôçí
ðñùôïðáèÞ åóôßá åßôå óå Üëëåò èÝóåéò (ïóôÜ, Þðáñ
êïê). Ëüãù ôïõ ó÷åôéêþò ìéêñïý áñéèìïý ôùí
áóèåíþí äåí Þôáí äõíáôüí íá åöáñìüóïõìå ðï-
ëõðáñáãïíôéêÞ áíÜëõóç êáèþò ïé õðïïìÜäåò ôùí
áóèåíþí èá ðåñéåß÷áí ïëéãÜñéèìá ðåñéóôáôéêÜ. Ç
áíß÷íåõóç ôùí óçìáíôéêüôåñùí ðñïãíùóôéêþí
ðáñáãüíôùí ãéá ôïõò áóèåíåßò áõôïýò Ý÷åé ìå-
ãÜëç óçìáóßá ãéá ôçí ïñèÞ åðéëïãÞ ôçò èåñá-
ðåßáò ðïõ ðñÝðåé íá åöáñìïóôåß. Ïé Weltman êáé
óõí. ðñïêåéìÝíïõ íá äéåõêïëýíïõí ôçí åðéëïãÞ
áóèåíþí ãéá óôåñåïôáêôéêÞ áêôéíïèåñáðåßá åöáñ-
ìüæïõí ôï SIR score (Ðßíáêá 2). Ïé óõããñáöåßò
áõôïß ìÜëéóôá êáôÝëçîáí óôï óõìðÝñáóìá üôé ç
åöáñìïãÞ ôïõ SIR score åß÷å ìåãáëýôåñç ðñï-
ãíùóôéêÞ éêáíüôçôá áðü ôçí áíÜëõóç RPA. Åöáñ-
ìüæïíôåò ôï ìïíôÝëëï ôïõ Cox (regression anal-
ysis) óõìðåñéëáìâÜíïíôáò áìöüôåñïõò ôïõò äåß-
êôåò RPA êáé SIR, äéåðßóôùóáí üôé ìüíïí ôï SIR
åß÷å ðñïãíùóôéêÞ óçìáóßá (p=0,0004). Áóèåíåßò
ìå SIR= 0-5 ðáñüôé õðïâëÞèçêáí óå áêôéíï÷åé-
ñïõñãéêÞ èåñáðåßá ôùí åãêåöáëéêþí ìåôáóôÜóåùí
åß÷áí åíäéÜìåóç åðéâßùóç ìüíïí 4 ìÞíåò6.

Óå ìßá áêüìá RPA áíÜëõóç ðïõ óõìðåñéÝëáâå
5 ôõ÷áéïðïéçìÝíåò ìåëÝôåò, ìå áóèåíåßò ðÜó÷ï-
íôåò áðü ÌÌÊÐ óôáäßïõ ÉÉÉ (÷ùñßò ìåôáóôáôéêÞ
íüóï) Ýäåéîå üôé ç ìÝóç åðéâßùóç áóèåíþí ìå
÷áìçëü KPS åßíáé ðåñßðïõ 3 ìÞíåò7. Ôï ãåãïíüò
áõôü áðïäåéêíýåé üôé óôï ÌÌÊÐ ç ãåíéêÞ êáôÜ-
óôáóç ôïõ áóèåíïýò åßíáé ï óçìáíôéêüôåñïò ðñï-
ãíùóôéêÞò óçìáóßáò ðáñÜãïíôáò, áíåîÜñôçôá áðü
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Ðßíáêáò 2. Ôï ðñïãíùóôéêÞò óçìáóßáò óêïñ ãéá ôçí åðéëïãÞ áóèåíþí êáôÜëëçëùí íá õðïâëçèïýí óå
áêôéíï÷åéñïõñãéêÞ èåñáðåßá. SIR: Score Index for Stereotactic Radiosurgery6.

0 1 2

Çëéêßá (Ýôç) ≥60 51-59 £50
Karnofsky PS ≤50 60-70 >70
ÅîùêñáíéáêÞ íüóïò Óå åîÝëéîç ÌåñéêÞ õðï÷þñçóç-óôáèåñÞ íüóïò ÐëÞñçò áðïõóßá

Áñéè. Ìåôáóô. Åóôéþí ≥3 2 1
ÌÝãéóôïò üãêïò âëÜâçò >13 5-13 <5

ôçí Ýêôáóç ôçò íüóïõ.
Ïé äýï óçìáôéêüôåñïé ðñïãíùóôéêïß ðáñÜãï-

íôåò (çëéêßá êáé KPS) Þôáí óôï õëéêü ìáò åõíïú-
êïß êáé ßóùò Ýôóé åîçãåßôáé ç ó÷åôéêÜ õøçëÞ åí-
äéÜìåóç åðéâßùóç.

Ó÷åôéêÜ ìå ôï áêôéíïèåñáðåõôéêü ó÷Þìá, åöáñ-
ìüóáìå ôá äýï äéåèíþò åðéêñáôÝóôåñá 10x3 Gy
(ïìÜäá 1) êáé 5x4 Gy (ïìÜäá 2).

ÌåëÝôåò ðïõ óõíÝêñéíáí äéÜöïñá ó÷Þìáôá äåí
Ý÷ïõí êáôáëÞîåé óå êÜðïéá ðïõ íá åîáóöáëßæåé
êáëýôåñç ðñüãíùóç2,5,8. Óôï ðáñüí õëéêü ðáñá-
ôçñÞóáìå üôé ç ïìÜäá 1 åß÷å õøçëüôåñç åðéâßù-
óç áðü ôçí ïìÜäá 2 (log rank, p=0,0432). Ç äéá-
öïñÜ áõôÞ áí êáé óôáôéóôéêþò óçìáíôéêÞ ßóùò
äåí ìðïñåß íá áîéïëïãçèåß êáèüóïí äåí ðñüêåé-
ôáé ðåñß ôõ÷áéïðïéçìÝíçò ìåëÝôçò, ßóùò ìÜëéóôá
íá ïöåßëåôáé óå êÜðïéá ôÜóç ôùí èåñáðüíôùí
éáôñþí íá ÷ïñçãïýí ðéï âñá÷ý÷ñïíá ó÷Þìáôá óå
ðåñéóóüôåñï åðéâáñõìÝíïõò áóèåíåßò, ðñïûðïèÝ-
ôïíôáò Ýôóé Ýíá óöÜëìá åðéëïãÞò áóèåíþí (se-
lection bias).

Ïé Welltman êáé óõí.6 Ý÷ïõí êáôáãñÜøåé ãá-
óôñéêÝò áíôéäñÜóåéò (ãáóôñßôéäá, Ýëêïò) ëüãù ôçò

ëÞøåùò êïñôéæüíçò áðü ôïõò áóèåíåßò áõôïýò.
Óõíéóôïýí ëïéðüí ôç óõóôçìáôéêÞ ÷ïñÞãçóç ñá-
íéôéäßíçò óôïõò áóèåíåßò ðïõ ëáìâÜíïõí êïñôé-
æüíç êáé áêôéíïâïëïýíôáé óôïí åãêÝöáëï, ôáêôé-
êÞ ðïõ åðßóçò áêïëïõèåßôáé óå üëïõò ôïõò áóèå-
íåßò ìáò, ìÝ÷ñé ôç äéáêïðÞ ôçò äåîáìåèáæüíçò.
ÓõìðåñáóìáôéêÜ, ç åðéëïãÞ ôçò èåñáðåßáò ôùí
áóèåíþí ìå åãêåöáëéêÝò ìåôáóôÜóåéò áðü ÌÌÊÐ
èá ðñÝðåé íá êáèïñßæåôáé áðü ôç ãåíéêÞ êáôÜóôá-
óç ôïõ áóèåíïýò, ôçí çëéêßá êáé ôçí Ýêôáóç ôçò
åîùêñáíéáêÞò íüóïõ. ÅðéèåôéêÞ ôïðéêÞ èåñáðåßá
(÷åéñïõñãéêÞ, áêôéíï÷åéñïõñãéêÞ Þ âñá÷õèåñáðåßá)
óõíéóôÜôáé åðß KPS>70, çëéêßáò ìéêñüôåñçò ôùí
65 åôþí êáé ÷ùñßò óçìåßá åîùêñáíéáêÞò íüóïõ.
Óå åîáéñåôéêÜ âåâáñõìÝíïõò áóèåíåßò (KPS≤ 50)
÷ïñçãïýíôáé ìüíïí êïñôéêïóôåñïåéäÞ. Óå üëïõò
ôïõò õðüëïéðïõò áóèåíåßò óõíéóôÜôáé áêôéíïèå-
ñáðåßá åö´ïëïêëÞñïõ ôïõ åãêåöÜëïõ (ìå äåîáìå-
èáæüíç êáé ãáóôñïðñïóôáóßá) ìå Ýíá áðü ôá ó÷Þ-
ìáôá 10x3 Gy Þ 5x4 Gy. ÌåëÝôåò ðïõ áíáæçôïýí
åðùöåëÝóôåñá ó÷Þìáôá áêôéíïèåñáðåßáò åßíáé óå
åîÝëéîç8.

ABSTRACT

G. PLATANIOTIS, K. PISTEVOU-GOBAKI, F. SAVVIDIS, A. LIAROS, J. TZITZIKAS, I. SOF-
RONIADIS. Radiotherapy for brain metastases in patients with non-small cell lung
cancer

A retrospective study of patients treated at the Department of Radiation Oncology of the
University of Thessaloniki for brain metastases from primary carcinoma of the lung is present-
ed. The medical records of 41 patients with the diagnosis of primary non-small cell lung
carcinoma who were referred for radiotherapy between 5/97 and 10/01 were reviewed. All of
them were ambulatory with KPS³60, but they all had active extracranial disease. Two radiother-
apy schedules were applied: 10x3 Gy (group1) and 5x4 Gy (group 2) with concurrent dexam-
ethazone administration. The overall estimated median survival was 6.2 months (95% confi-
dence interval 5.5-9.9 months) and the 21% of the patients were alive at one year. The
difference in survival between the two groups of patients was marginally significant (log-rank
test, p=0.0432), but it was not considered clinically significant due to the non randomized
nature of the study and the small number of patients. This study confirms that KPS is the major
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determinant of prognosis in these patients and it has shown that the two radiotherapy schemes
used are equally effective for the treatment of patients with brain metastases. Key words:
Brain metastases, Non-small cell lung cancer, Radiotherapy, Fractionation. Forum of Clinical
Oncology 1 (4):220-224, 2002.
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ÐÅÑIËÇØÇ
Óêïðüò áõôÞò ôçò åñåõíçôéêÞò åñãáóßáò åßíáé, ìåôÜ ôçí êáèéÝñùóç êáé óôçí ÅëëÜäá ìéáò
ãñÞãïñçò êáé áîéüðéóôçò ìïñéáêÞò ìåèüäïõ ôáõôïðïßçóçò ìåôáëëáãþí ôïõ ãïíéäßïõ APC, ç
óõëëïãÞ êáé êáôáãñáöÞ ðëçñïöïñéþí ãéá ôéò ïéêïãÝíåéåò ìå FAP áðü üëç ôçí ÅëëÜäá. Áõôü
èá åðéôñÝøåé ôçí Ýãêáéñç äéÜãíùóç ôçò ðÜèçóçò ðïõ ìå ôç óåéñÜ ôçò èá âïçèÞóåé óôç
âåëôßùóç ôïõ âéïôéêïý åðéðÝäïõ ôùí áóèåíþí, áëëÜ èá ôïõò äþóåé êáé åëðßäá ãéá õãéåßò
áðïãüíïõò ÷ñçóéìïðïéþíôáò ôá åðéôåýãìáôá ôçò åðéóôÞìçò óôïí ôïìÝá ôïõ ðñïãåííçôéêïý
êáé ðñïåìöõôåõôéêïý åëÝã÷ïõ. Õëéêü êáé ÌÝèïäïé: Tï DNA üóùí áôüìùí ðëçñïýí ôá êñéôÞñéá
åðéëïãÞò áðïìïíþíåôáé áðü ôï áßìá. Ôá êñéôÞñéá åðéëïãÞò ôùí åîåôáæïìÝíùí åßíáé: êáñêßíïò
êáé ç ýðáñîç ðÜíù áðü 100 ðïëõðüäùí óôï ðá÷ý Ýíôåñï óôçí çëéêßá ôùí 20 ìå 40 åôþí. Ç
áíß÷íåõóç ôùí ìåôáëëáãþí ãßíåôáé óôïí áíáëõôÞ WAVE DNA Fragment Analysis System
(Transgenomic, Inc., USA) åíþ ç ôáõôïðïßçóÞ ôïõò ãßíåôáé ìå áëëçëïý÷éóç ôïõ DNA óôïí
áíáëõôÞ ABI Prism® 310 (Applied Biosystems, USA. ÁðïôåëÝóìáôá êáé óõæÞôçóç: ÌÝ÷ñé
óÞìåñá Ý÷ïõí ìåëåôçèåß 22 áóèåíåßò ìå ôï öáéíüôõðï ôçò FAP áðü Ýíôåêá ïéêïãÝíåéåò. Óå
21 áðü áõôïýò Ý÷åé åíôïðéóèåß ç ðáèïãüíïò ìåôáëëáãÞ óôï APC. Óå üëåò ôéò ðåñéðôþóåéò ïé
ìåôáëëáãÝò ðñïêáëïýí ðñüùñï ôåñìáôéóìü óôç óýíèåóç ôçò ðñùôåÀíçò APC. Ãéá äýï áðü
áõôÝò ôéò ìåôáëëáãÝò äåí Ý÷ïõìå óõíáíôÞóåé Üëëç áíáöïñÜ óôç äéåèíÞ âéâëéïãñáößá. ÌÝ÷ñé
óôéãìÞò ôá áðïôåëÝóìáôÜ ìáò äåß÷íïõí üôé ï óõíäõáóìüò dHPLC êáé sequencing åßíáé ç
ðëÝïí áîéüðéóôç, ôá÷åßá, ïéêïíïìéêÞ êáé áðïôåëåóìáôéêÞ ìÝèïäïò åëÝã÷ïõ ôïõ ãïíéäßïõ APC
óôçí ïéêïãåíÞ áäåíùìáôþäç ðïëõðïäßáóç. ËÝîåéò êëåéäéÜ: Áäåíùìáôþäçò, Ðïëõðïäßáóç,
FAP, APC, dHPLC, sequencing, CRC.  ÂÞìá ÊëéíéêÞò Ïãêïëïãßáò 2002, 1 (4):225-231.
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 ÅÉÓÁÃÙÃÇ

Ï êáñêßíïò ôïõ åíôÝñïõ áðïôåëåß ôïí ôñßôï
óå óõ÷íüôçôá åìöÜíéóçò êáñêßíï óôïí áíåðôõã-
ìÝíï êüóìï öèÜíïíôáò ôï 12% ôïõ óõíüëïõ ôùí
êáñêßíùí, óýìöùíá ìå óôïé÷åßá ôïõ åèíéêïý éäñý-
ìáôïò ãéá ôïí êáñêßíï (NCI) ôùí Ç.Ð.Á. ãéá ôï
Ýôïò 2001. Ôï 50% ôùí áíèñþðùí ðïõ êáôïé-
êïýí óôéò äõôéêÝò êïéíùíßåò åìöáíßæåé áäåíþìá-
ôá ôïõ åíôÝñïõ ìÝ÷ñé ôá 70 ôïõ ÷ñüíéá. ¸÷åé
äåé÷èåß üôé óå ðïóïóôü ìåãáëýôåñï ôïõ 80% áõôÜ
ôá áäåíþìáôá öÝñïõí ôïõëÜ÷éóôïí ìéá êáôáóôñï-
öéêÞ ìåôáëëáãÞ óôï ãïíßäéï APC (Adenomatous
Polyposis Coli). Ôï ãïíßäéï áõôü åíôïðßóèçêå ôï
1991 ìåôÜ áðü ìåëÝôåò óå áóèåíåßò ðïõ Ýðá-
ó÷áí áðü ïéêïãåíÞ áäåíùìáôþäç ðïëõðïäßáóç.
Ç ïéêïãåíÞò áäåíùìáôþäçò ðïëõðïäßáóç (Famil-
ial Adenomatous Polyposis – FAP) ÷áñáêôçñßæå-
ôáé áðü ôçí åìöÜíéóç åêáôïíôÜäùí Ýùò êáé ÷é-
ëéÜäùí ðïëõðüäùí óôï ðá÷ý Ýíôåñï ôïõ áóèå-
íïýò. Ðïëýðïäåò óõ÷íÜ åìöáíßæïíôáé êáé óôï
áíþôåñï ðåðôéêü. Åìöáíßæåôáé íùñßò, áðü ôï äÝ-
êáôï ðÝìðôï Ýùò ôï ôñéáêïóôü Ýôïò ôçò çëéêßáò.
Ï êßíäõíïò áíÜðôõîçò êáñêßíïõ ôïõ ðá÷Ýïò åíôÝ-
ñïõ óå ðåñßðôùóç ìç áöáßñåóçò ôùí ðïëõðüäùí
åßíáé 100%. Ç óõ÷íüôçôá ôçò ðÜèçóçò óôï ãåíé-
êü ðëçèõóìü åßíáé 1 / 8000. ÔåëéêÜ, Ýíáò óôïõò
åêáôü êáñêßíïõò ôïõ åíôÝñïõ ðñïÝñ÷åôáé áðü
ïéêïãåíÞ áäåíùìáôþäç ðïëõðïäßáóç.

Óå ìåñéêÝò ðåñéðôþóåéò áêüìá êáé ìåôÜ ôçí
áöáßñåóç ôùí ðïëõðüäùí, ï áóèåíÞò åìöáíßæåé
êáñêßíïõò óå Üëëá üñãáíá üðùò ï åãêÝöáëïò, ï
èõñåïåéäÞò êáé ôï Þðáñ. ¢ëëåò åîùðåðôéêÝò áë-
ëïéþóåéò ðåñéëáìâÜíïõí äåóìïåéäåßò üãêïõò (óýí-
äñïìï Gardner), êýóôåéò óôá ïóôÜ ôùí óéáãüíùí
êáé ôïõò óìçãìáôïãüíïõò áäÝíåò, ïóôåþìáôá êáé
ôç óõããåíÞ õðåñðëáóßá ôïõ ìåëáíéíïöüñïõ åðé-
èçëßïõ ôïõ áìöéâëçóôñïåéäÞ. Ãéá ðñþôç öïñÜ
ðåñéãñÜöçêå óôç âéâëéïãñáößá ôï 1925 ùò ðÜ-
èçóç ìå áõôïóùìéêü åðéêñáôïýíôá ôñüðï êëçñï-
íïìéêüôçôáò1.

Ãïíßäéï APC

ÓÞìåñá åßíáé ãíùóôü üôé ç FAP ðñïêáëåßôáé
áðü êëçñïíïìïýìåíåò (germline) ìåôáëëáãÝò óôï
ïãêïêáôáóôáëôéêü ãïíßäéï APC, ïé ïðïßåò åßíáé
de novo óôï 30% ôùí ðåñéðôþóåùí2,3. Ôï ìåôáë-
ëáãìÝíï APC ðñïóäßäåé óïâáñü ìåéïíÝêôçìá
óôïõò öïñåßò ôïõ åëáôôþíïíôáò óçìáíôéêÜ ôéò
ðéèáíüôçôåò ìåôáâßâáóÞò ôïõ óå ðéèáíïýò áðï-
ãüíïõò. Ìïëïíüôé ëïéðüí åßíáé áíôéåîåëéêôéêü, åí
ôïýôïéò äéáôçñåß õøçëÞ ôç óõ÷íüôçôÜ ôïõ óôïí

ðëçèõóìü åîáéôßáò ôïõ õøçëïý ðïóïóôïý ôùí de
novo ìåôáëëáãþí ðïõ õößóôáôáé.

Ôï ãïíßäéï áõôü åäñÜæåôáé óôï ÷ñùìüóùìá
5q21 êáé áðïôåëåßôáé áðü 15 åîþíéá, ìå ôï 15ï

íá åßíáé ôï ìåãáëýôåñï êáé íá Ý÷åé ìÞêïò ðåñß-
ðïõ 6500 æåýãç âÜóåùí4. Ç êùäéêÞ ôïõ áëëçëïõ-
÷ßá ðåñéÝ÷åé 8535 æåýãç âÜóåùí êáé êùäéêïðïéåß
ôçí ðñùôåÀíç APC ìå 2843 áìéíïîéêÜ êáôÜëïéðá
êáé ìïñéáêü âÜñïò 312 kDa.

Ç ðñùôåÀíç APC ðáßæåé ðïëý óçìáíôéêü ñüëï
óôç ñýèìéóç ôçò ìßôùóçò, óôç ìåôáíÜóôåõóç, óôç
óýíäåóç êáé åðéêïéíùíßá ôùí êõôôÜñùí, óôçí
ïñãÜíùóç ôïõ êõôôáñïóêåëåôïý êáé óôï äéá÷ùñé-
óìü ôùí ÷ñùìïóùìÜôùí êáé ðéèáíüôáôá óôç ñýè-
ìéóç ôïõ êõôôáñéêïý êýêëïõ êáé ôçí áðüðôùóç4,5.
Ç ïãêïêáôáóôáëôéêÞ äñÜóç ôçò óõíéóôÜôáé êõ-
ñßùò óôç ñýèìéóç ôùí åíäïêõôôÜñéùí åðéðÝäùí
ôçò â-êáôåíßíçò. Ç â-êáôåíßíç ðáßæåé âáóéêü ñüëï
óôç ìåôáãñáöéêÞ åíåñãïðïßçóç ìéáò óåéñÜò Üë-
ëùí ãïíéäßùí (c-myc, cyclin D1 ê.Ü.) ðïõ ñõèìß-
æïõí ôïí êõôôáñéêü êýêëï êáé ôç äéáöïñïðïßçóç
êáèþò êáé óôçí êõôôáñéêÞ óýíäåóç êáé åðéêïéíù-
íßá ìÝóù ôùí Å-êáäåñéíþí.

Ïé ðåñéóóüôåñåò ìåôáëëáãÝò óôï APC óõó-
óùñåýïíôáé óå ìéá óõãêåêñéìÝíç ðåñéï÷Þ ôïõ
ãïíéäßïõ óôçí áñ÷Þ ôïõ 15ïõ åîùíßïõ, ãíùóôÞ ùò
ðåñéï÷Þ óõóóþñåõóçò ôùí ìåôáëëáãþí6,7. Ïé ìå-
ôáëëáãÝò óôï APC êáôÜ ôá äýï ôñßôá åßíáé ðëáé-
óéïôñïðïðïéçôéêÝò (ðñïóèÞêåò Þ áðáëïéöÝò íïõ-
êëåïôéäßùí) åíþ áðü ôï õðüëïéðï Ýíá ôñßôï åðé-
êñáôïýí ïé ìç íïçìáôéêÝò (áíôéêáôáóôÜóåéò íïõ-
êëåïôéäßùí). Ç ðëåéïøçößá ëïéðüí ôùí ìåôáëëá-
ãþí ôïõ APC ïäçãïýí óôçí ðáñáãùãÞ åëëéðïýò,
ìç ëåéôïõñãéêïý, ðñùôåÀíéêïý ðñïúüíôïò (êïëï-
âÞò ðñùôåÀíçò). Ç äéåéóäõôéêüôçôá ôùí êëçñïíï-
ìïýìåíùí ìåôáëëáãþí åßíáé ðïëý ìåãÜëç êáé
áããßæåé ôï 100%, õðÜñ÷åé üìùò áîéïóçìåßùôç äéá-
öïñïðïßçóç óôç öáéíïôõðéêÞ Ýêöñáóç óå ó÷Ýóç
ìå ôç èÝóç êáé ôï åßäïò ôçò ìåôáëëáãÞò8-11.

Éäéáßôåñï åíäéáöÝñïí ðáñïõóéÜæïõí ìéá ìéêñÞ
ïìÜäá ðáñáíïçìáôéêþí ìåôáëëáãþí (E1317Q,
I1307K, D1822V ê.Ü.) óôï APC12-15. Ïé ðáñáíïç-
ìáôéêÝò ìåôáëëáãÝò ðñïêáëïýí ôçí áíôéêáôÜóôá-
óç áìéíïîÝùí óôçí ðïëõðåðôéäéêÞ áëõóßäá. Áõ-
ôÝò üìùò ïé áíôéêáôáóôÜóåéò äåí ðñïêáëïýí ðñüù-
ñï ôåñìáôéóìü ôçò ðñùôåÀíïóýíèåóçò áëëÜ ìé-
êñÝò Ýùò ìåãÜëåò áëëáãÝò óôç äïìÞ êáé ôç ëåé-
ôïõñãßá ôçò ðñùôåÀíçò ïé ïðïßåò åßíáé äýóêïëï
íá áîéïëïãçèïýí. Óå áõôÝò ôéò ðåñéðôþóåéò ïé
ðïëýðïäåò åßíáé ëéãüôåñïé êáé ï öáéíüôõðïò åîáñ-
ôÜôáé êáé áðü ôï õðüëïéðï ãåíåôéêü õðüâáèñï
ôïõ áóèåíïýò, ôéò äéáôñïöéêÝò ôïõ óõíÞèåéåò êáé
ôï ðåñéâÜëëïí ôïõ.
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Ç APC ðñùôåÀíç ðåñéÝ÷åé óôï áìéíïôåëéêü
ôçò Üêñï, åðáíáëÞøåéò áëëçëïõ÷ßáò áìéíïîéêþí
êáôáëïßðùí, ïé ïðïßåò åßíáé õðåýèõíåò ãéá ôï
ó÷çìáôéóìü ïìïäéìåñþí ôçò ðñùôåÀíçò. ̧ ôóé, åßíáé
ðïëý ðéèáíü üôé ôá åëëéðÞ ðñùôåúíéêÜ ðñïúüíôá
ðïõ êùäéêïðïéåß ôï ìåôáëëáãìÝíï áëëçëüìïñöï
äéìåñßæïíôáé ìå áõôÜ ôïõ öõóéïëïãéêïý ãïíéäßïõ
êáé ôá êáèéóôïýí áíåíåñãÜ êáé áõôÜ ìå áðïôÝëå-
óìá ôçí ðåñáéôÝñù ìåßùóç ôùí åðéðÝäùí ôçò
åëåýèåñçò, öõóéïëïãéêÞò APC16-20.

Ç ýðáñîç êëçñïíïìïýìåíçò ìåôáëëáãÞò óå
åôåñïæõãùôßá åßíáé ôï Ýíáõóìá ãéá ôç äçìéïõñ-
ãßá ôùí ðïëõðüäùí. Ãéá ôçí åîáëëáãÞ áðáéôåßôáé
êáé Ýíá äåýôåñï ãåãïíüò – ìéá äåýôåñç ìåôáëëá-
ãÞ – ôï ïðïßï èá áðåíåñãïðïéÞóåé êáé ôï åíáðï-
ìåßíáí öõóéïëïãéêü áëëçëüìïñöï. Ç ïãêïãÝíåóç
ëïéðüí, óôïõò áóèåíåßò ìå ôï öáéíüôõðï ôçò ïé-
êïãåíïýò áäåíùìáôþäïõò ðïëõðïäßáóçò, îåêéíÜåé
áðü ôïõò ðïëýðïäåò óôïõò ïðïßïõò áðåíåñãï-
ðïéåßôáé êáé ôï öõóéïëïãéêü áëëçëüìïñöï ôïõ APC
åßôå áðü óùìáôéêÝò ìåôáëëáãÝò åßôå ìå áðþëåéá
åôåñïæõãùôßáò, óýìöùíá ìå ôçí õðüèåóç ôùí
äýï “êôõðçìÜôùí” ôïõ Knudson21-23.

ÃåíåôéêÞ äïêéìáóßá ãéá FAP

Ç ãåíåôéêÞ äïêéìáóßá ãéá ôçí áíåýñåóç ôùí
ìåôáëëáãþí ðïõ áðåíåñãïðïéïýí ôï ãïíßäéï Ý÷åé
óçìáóßá óå Üôïìá ðïõ Ý÷ïõí ðÜíù áðü 100 ðï-
ëýðïäåò êáé óå üóïõò Ý÷ïõí Ýíáí óõããåíÞ ìå
FAP Þ APC äïêéìáóßá èåôéêÞ. ÈåôéêÞ äïêéìáóßá,
óå áóèåíÞ ðñþôïõ âáèìïý óõããåíåßáò, áðïôåëåß
Ýíäåéîç ãéá óôåíÞ éáôñéêÞ ðáñáêïëïýèçóç. Áñíç-
ôéêÞ äïêéìáóßá åíôÜóóåé ôïõò åîåôáæïìÝíïõò óôï
âáèìü åðéêéíäõíüôçôáò ôïõ õðïëïßðïõ ðëçèõóìïý.
Ç áêñéâÞò ãíþóç ôùí ìåôáëëáãþí ðïõ áðåíåñ-
ãïðïéïýí ôï ãïíßäéï äßíåé óôïõò áóèåíåßò ôçí
åëðßäá ãéá õãéåßò áðïãüíïõò óå óõíäõáóìü ìå

ôçí ðñüïäï ðïõ Ý÷åé åðéôåõ÷èåß óôéò ìåèüäïõò
ôïõ ðñïãåíåôéêïý êáé ðñïåìöõôåõôéêïý åëÝã÷ïõ.

ÕðÜñ÷ïõí áñêåôÝò äïêéìáóßåò áíß÷íåõóçò ôùí
ìåôáëëáãþí áðåíåñãïðïßçóçò ôïõ APC, üðùò
áíÜëõóç ðñüùñïõ ôåñìáôéóìïý ôçò ðñùôåúíéêÞò
óýíèåóçò (Protein Truncation Test - PTT), áíÜëõ-
óç ðïëõìïñöéóìþí óôåñåïäéÜôáîçò ìïíüêëùíïõ
DNA (Single Strand Conformation Polymorphism -
SSCP), çëåêôñïöüñçóç óå êëßóç áðïäéáôáêôéêïý
ðáñÜãïíôá (Denaturing Gradient Gel Electrophore-
sis – DGGE) åíþ ç áêñéâÞò ôáõôïðïßçóç ãßíåôáé
ðÜíôá ìå áëëçëïý÷éóç ôïõ DNA (Sequencing) ôïõ
ãïíéäßïõ.

Ðñüóöáôá ìéá íÝá äïêéìáóßá áíß÷íåõóçò ìå
ðïëý ìåãáëýôåñá ðïóïóôÜ åðéôõ÷ßáò (95%-100%)
áðü ôéò ðñïçãïýìåíåò, êåñäßæåé óõíå÷þò Ýäáöïò
ðáãêïóìßùò. ÁõôÞ ïíïìÜæåôáé áðïäéáôáêôéêÞ õãñÞ
÷ñùìáôïãñáößá õøçëÞò áðüäïóçò ãéá ôï DNA
(denaturing High Performance Liquid Chromatog-
raphy – dHPLC) êáé óôç ÷þñá ìáò åöáñìüæåôáé
(Åéêüíá 1) óôï Åñåõíçôéêü ÊÝíôñï ÌïñéáêÞò Âéï-
ëïãßáò ÕÃÅÉÁ “Áíôþíçò ÐáðáãéÜííçò”. Ðñüêåéôáé
ãéá ìéá ìÝèïäï ðïõ åêôüò áðü õøçëÞ áîéïðéóôßá
ðáñÝ÷åé ÷áìçëü êüóôïò êáé åßíáé ôá÷ýôáôç áöïý
ï ÷ñüíïò áíÜëõóçò åßíáé ìüëéò 8 ëåðôÜ24. Ç áíß-
÷íåõóç ôùí ìåôáëëáãþí ãßíåôáé ìå dHPLC åíþ
ç åðáêñéâÞò ôáõôïðïßçóÞ ôïõò ãßíåôáé ìå ôçí
áëëçëïý÷éóç (sequencing) ôïõ DNA ôïõ ãïíéäßïõ.

Óôï Åñåõíçôéêü ÊÝíôñï ÌïñéáêÞò Âéïëïãßáò
ÕÃÅÉÁ “Áíôþíçò ÐáðáãéÜííçò” Ý÷ïõí ìåëåôçèåß
ìÝ÷ñé óÞìåñá áóèåíåßò áðü Ýíôåêá ïéêïãÝíåéåò
ìå ôï öáéíüôõðï ôçò FAP. Óêïðüò ôçò åñåõíçôé-
êÞò áõôÞò åñãáóßáò Þôáí ç êáèéÝñùóç êáé óôçí
ÅëëÜäá ìéáò áîéüðéóôçò ìåèüäïõ ôáõôïðïßçóçò
êáé åíôïðéóìïý ôùí ìåôáëëáãþí ôïõ ãïíéäßïõ APC
êáé ç óõìâïëÞ óôçí êáôáãñáöÞ ôùí ðáó÷üíôùí
ïéêïãåíåéþí.

Åéêüíá 1. ×ñùìáôïãñÜöçìá áíÜëõóçò ìå ôç ìÝèïäï dHPLC. Öáßíåôáé ç óáöÞò äéÜêñéóç ôïõ öõóéïëïãéêïý
äåßãìáôïò (ðñÜóéíï) áðü ôï ìåôáëëáãìÝíï (ñïæ).
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ÕËÉÊÏ ÊÁÉ ÌÅÈÏÄÏÉ

Ôï ðñþôï âÞìá óôç ìåèïäïëïãßá ðïõ áêïëïõ-
èåßôáé åßíáé ç åðéëïãÞ êáé óõëëïãÞ ôùí äåéãìÜ-
ôùí. Ãßíåôáé ëåðôïìåñÞò ëÞøç ôïõ ðñïóùðéêïý
êáé ïéêïãåíåéáêïý éóôïñéêïý ôùí õðïøçößùí ðñïò
åîÝôáóç ïéêïãåíåéþí ðÜíôá óå óõíåñãáóßá ìå ôïí
óõóôÞóáíôá éáôñü. Ôá êñéôÞñéá åðéëïãÞò åßíáé ï
êáñêßíïò ôïõ åíôÝñïõ êáé ç ýðáñîç ôïõëÜ÷éóôïí
100 ðïëõðüäùí óôï ðá÷ý Ýíôåñï óå çëéêßåò ìå-
ôáîý 15 êáé 40 åôþí. Ôï äåßãìá ðïõ ëáìâÜíåôáé
åßíáé ïëéêü ðåñéöåñéêü áßìá. Óôç óõíÝ÷åéá áðïìï-
íþíåôáé ãåíùìéêü DNA áðü ôá ëåõêïêýôôáñá ôïõ
ïëéêïý ðåñéöåñéêïý áßìáôïò ôùí ðñïò åîÝôáóç
áôüìùí êáé áðü ôïìÝò ðáñáößíçò ìå ôç ìÝèïäï
ðñùôåúíÜóçò Ê / SDS êáé öáéíüëçò / öáéíüëçò –
÷ëùñïöïñìßïõ. Ôï áðïìïíùìÝíï DNA åëÝã÷åôáé
ðïéïôéêÜ êáé ðïóïôéêÜ ìå öáóìáôïöùôïìåôñéêÞ
ìÝèïäï.

Áêïëïýèùò ãßíåôáé åêëåêôéêÞ åíßó÷õóç ôùí 15
åîùíßùí ôïõ ãïíéäßïõ APC êáèþò êáé ôùí äéá÷ù-
ñéóôéêþí ðåñéï÷þí åóùíßùí – åîùíßùí, ìå ôç
ìÝèïäï ôçò áëõóéäùôÞò áíôßäñáóçò ðïëõìåñÜ-
óçò (PCR). ×ñçóéìïðïéïýíôáé åêêéíçôÝò ðïõ Ý÷ïõí
ó÷åäéáóôåß áðü ðñïçãïýìåíåò ìåëÝôåò2, 25. Ãéá ôï
õðåñìÝãåèåò åîþíéï 15 ÷ñçóéìïðïéïýíôáé ðåñéó-
óüôåñá ôïõ åíüò æåýãç åêêéíçôþí ôùí ïðïßùí ôá
ðñïúüíôá åíßó÷õóçò åßíáé áëëçëïåðéêáëõðôüìå-
íá. ÌåôÜ ôéò áíôéäñÜóåéò ôçò PCR áêïëïõèåß
çëåêôñïöïñçôéêüò Ýëåã÷ïò ôùí ðñïúüíôùí ôïõò.
Óôç óõíÝ÷åéá áõôÜ áíáëýïíôáé ãéá ôçí ýðáñîç
ìåôáëëáãþí ìå ôç ìÝèïäï dHPLC êáé üðïõ áíé-
÷íåýåôáé ìåôáëëáãÞ, åêåß ãßíïíôáé êáèáñéóìüò ôùí
ðñïúüíôùí êáé áíôéäñÜóåéò ðñïóäéïñéóìïý ôçò
ðñùôïäéÜôáîçò ôïõ DNA ãéá ôïí åðáêñéâÞ ÷áñá-
êôçñéóìü ôçò. Ïé áëëçëïõ÷ßåò ðïõ ðñïêýðôïõí
óôïé÷ßæïíôáé ìå ôçí áëëçëïõ÷ßá ôïõ öõóéïëïãé-
êïý ãïíéäßïõ Ýôóé þóôå íá ôáõôïðïéçèïýí ïé ìå-
ôáëëáãÝò, ÷ñçóéìïðïéþíôáò ëïãéóìéêü Ç/Õ. ¼ðïõ
åíôïðßæåôáé ìåôáëëáãÞ ãßíåôáé åðáíÜëçøç ôçò
üëçò äéáäéêáóßáò îåêéíþíôáò áðü ãåíùìéêü DNA
åßôå áðü íÝá äåéãìáôïëçøßá åÜí åßíáé äõíáôü, ãéá
ôçí åðéâåâáßùóç ôïõ áðïôåëÝóìáôïò.

ÊÜèå ìåôáëëáãÞ ðïõ åíôïðßæåôáé áîéïëïãåßôáé
ìå âÜóç ôçí áëëáãÞ ðïõ ðñïêáëåß óôçí ðñùôåÀ-
íç êáé ôáõôü÷ñïíá óáñþíåôáé ç âéâëéïãñáößá ãéá
ðéèáíÝò áíáöïñÝò ôçò. Åðßóçò, ãßíåôáé ðåñáéôÝ-
ñù áíÜëõóç ìå ëïãéóìéêü Ç/Õ óôç äïìÞ ôçò ôñï-
ðïðïéçìÝíçò ðñùôåÀíçò Ýôóé þóôå íá óõó÷åôé-
óèåß ï ãïíüôõðïò ìå ôïí åìöáíéæüìåíï öáéíüôõ-
ðï.

Ôá áðïôåëÝóìáôá êáôáãñÜöïíôáé, ôáîéíïìïý-
íôáé êáé êùäéêïðïéïýíôáé, åíþ áíáêïéíþíïíôáé ìüíï

óôïí áóèåíÞ áêïëïõèþíôáò üëïõò ôïõò êáíüíåò
âéï-çèéêÞò êáé äåïíôïëïãßáò ðïõ äéÝðïõí ôá áðï-
ôåëÝóìáôá ãåíåôéêþí åîåôÜóåùí, ðÜíôá óå óõ-
íåñãáóßá ìå ôïí óõóôÞóáíôá éáôñü.

Ç áíÜëõóç îåêéíÜ óõíÞèùò áðü ôçí ðåñéï÷Þ
óõóóþñåõóçò ôùí ìåôáëëáãþí êáé åÜí äå âñåèåß
ìåôáëëáãÞ óõíå÷ßæåôáé óôï õðüëïéðï ôìÞìá ôïõ
ãïíéäßïõ. Óôç óõíÝ÷åéá êáé åöüóïí åíôïðéóôåß
êÜðïéá ìåôáëëáãÞ ãßíåôáé áð’åõèåßáò Ýëåã÷ïò ôùí
óõããåíþí ôïõ áóèåíïýò óôçí ßäéá ðåñéï÷Þ, Ýôóé
þóôå íá äéåñåõíçèåß ðéèáíÞ ðáñïõóßá ôçò êáé óå
áõôïýò, ãåãïíüò ðïõ äçëþíåé ôç ìåôáâßâáóÞ ôçò
áðü êÜðïéïí êïéíü ðñüãïíï.

ÁÐÏÔÅËÅÓÌÁÔÁ ÊÁÉ ÓÕÆÇÔÇÓÇ

Óôï Åñåõíçôéêü ÊÝíôñï ÌïñéáêÞò Âéïëïãßáò
ÕÃÅÉÁ “Áíôþíçò ÐáðáãéÜííçò” Ý÷ïõí åîåôáóôåß
ìÝ÷ñé óÞìåñá áóèåíåßò áðü Ýíôåêá ïéêïãÝíåéåò
ìå ôï öáéíüôõðï ôçò ïéêïãåíïýò áäåíùìáôþäïõò
ðïëõðïäßáóçò. Ïé ïéêïãÝíåéåò áõôÝò ðñïóÞëèáí
óôï êÝíôñï áðü éáôñïýò êáé íïóïêïìåßá áðü üëç
ôçí ÅëëÜäá.

Óôï 95% ôùí áóèåíþí ðïõ åîåôÜóáìå åíôïðß-
óèçêå ç õðåýèõíç êëçñïíïìïýìåíç ìåôáëëáãÞ
ôïõ APC óå åôåñïæõãùôßá. ¸÷ïõìå åíôïðßóåé Ýîé
Þäç ãíùóôÝò ìåôáëëáãÝò (R213X, R564X, R876X,
Q1045X, 1309del5, D1822V) êáé äýï (R923X,
2601delGA) ðïõ äåí Ý÷ïõí áíáöåñèåß îáíÜ óôç
äéåèíÞ âéâëéïãñáößá. Ïé åðôÜ áðü áõôÝò (2 ðëáé-
óéïôñïðïðïéçôéêÝò êáé 5 ìç íïçìáôéêÝò) ðñïêá-
ëïýí ðñüùñï ôåñìáôéóìü óôçí ðñùôåúíïóýíèåóç
êáé ðáñáãùãÞ åëëéðïýò ìç ëåéôïõñãéêÞò ðñùôåÀ-
íçò, åíþ ç D1822V åßíáé ðáñáíïçìáôéêÞ. ¸÷ïõ-
ìå åðßóçò åíôïðßóåé áñêåôïýò ðïëõìïñöéóìïýò.

Óå áñêåôÝò ìÜëéóôá ðåñéðôþóåéò ç áíåíåñãÞ
ðñùôåÀíç, ðñïâëÝðåôáé íá äéìåñßæåôáé ìå ôç öõ-
óéïëïãéêÞ êáé íá ôçí áðåíåñãïðïéåß åðßóçò, óýì-
öùíá ìå ôï öáéíüìåíï ôçò áñíçôéêÞò åðéêñÜôç-
óçò. Óå üëåò üìùò ôéò ðåñéðôþóåéò ðïõ ðáñÜãå-
ôáé êïëïâÞ ðñùôåÀíç áõôÞ Ý÷åé áðùëÝóåé ôçí
éêáíüôçôÜ ôçò íá ñõèìßæåé ôá åðßðåäá ôçò â-êá-
ôåíßíçò ìå áðïôÝëåóìá ôçí åíåñãïðïßçóç ïãêï-
ãïíéäßùí êáé ôçí áðþëåéá åëÝã÷ïõ ôïõ ðïëëá-
ðëáóéáóìïý ôùí êõôôÜñùí.

Óå ôñåéò ïéêïãÝíåéåò Ý÷ïõìå ðáñáôçñÞóåé de
novo ìåôáëëáãÝò (Åéêüíá 2) ãåãïíüò ðïõ óõì-
öùíåß ìå ôçí õøçëÞ óõ÷íüôçôá ôÝôïéùí ìåôáë-
ëáãþí ðïõ äßíåé ç âéâëéïãñáößá óôï APC.

Ôá áðïôåëÝóìáôÜ ìáò Ýäåéîáí óõó÷Ýôéóç ôçò
èÝóçò ôçò ìåôáëëáãÞò ìÝóá óôï ãïíßäéï ìå ôïí
öáéíüôõðï ðïõ äçìéïõñãåß. Äýï áðü ôéò ìåôáëëá-
ãÝò ðïõ ðñïêáëïýí ôçí ðáñáãùãÞ êïëïâÞò ìç
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Åéêüíá 3. Ïéêïãåíåéáêü äÝíôñï ðïõ áðåéêïíßæåé ôç ìåôáâßâáóç ôçò ìåôáëëáãÞò R213X óå ôñåßò óõíå÷üìåíåò
ãåíåÝò. Ç óõãêåêñéìÝíç ìåôáëëáãÞ åìöáíßæåé çðéüôåñï öáéíüôõðï óå ó÷Ýóç ìå Üëëåò, ï ïðïßïò åßíáé äõíáôüí íá
ãßíåé áíôéëçðôüò áñêåôÜ áñãÜ ãéá ôïí áóèåíÞ.

Åéêüíá 2. Ïéêïãåíåéáêü äÝíäñï üðïõ öáßíåôáé ç áðïõóßá ìåôáëëáãÞò óôïõò ãïíåßò êáé ç åìöÜíéóÞ ôçò de novo óôï
ðáéäß. Ç óõãêåêñéìÝíç ìåôáëëáãÞ 1309del5 åìöáíßæåé ôï öáéíüôõðï ðïëý íùñßò, åäþ áðü ôçí çëéêßá ôùí 7 åôþí.

ëåéôïõñãéêÞò ðñùóôåÀíçò ðñïêÜëåóáí äéáöïñå-
ôéêü ìåôáîý ôïõò öáéíüôõðï. Ç R213X (Åéêüíá 3)
ðïõ âñßóêåôáé óôçí áñ÷Þ ôçò ðñùôåÀíçò äçìéïýñ-
ãçóå Þðéï öáéíüôõðï ðïõ Ýãéíå áíôéëçðôüò ìåôÜ
ôá 30 Ýôç çëéêßáò åíþ ç 1309del5 (Åéêüíá 2) ðïõ

âñßóêåôáé óôç ìÝóç ôçò ðñùôåÀíçò Ýäùóå ðïëý
åðéèåôéêü öáéíüôõðï ðïõ Ýãéíå áíôéëçðôüò áðü
ôá 7 Ýôç ôïõ áóèåíïýò.

Óå Ýíáí áðü ôïõò áóèåíåßò ìáò óôïí ïðïßï
ôáõôïðïéÞèçêå ìåôáëëáãÞ (R876X) óôï APC, åß÷å
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åìöáíéóèåß ìõåëïâëÜóôùìá äçëáäÞ êáñêßíïò åêôüò
ðåðôéêïý. Ç âéâëéïãñáößá óõìöùíåß êáé óå áõôÞí
ôçí ðåñßðôùóç, áöïý Ý÷åé äåé÷èåß üôé ìåôáëëá-
ãÝò óôï APC ó÷åôßæïíôáé ìå ôçí áíÜðôõîç ìõå-
ëïâëáóôþìáôïò26.

ÔÝëïò óå Ýíáí áðü ôïõò áóèåíåßò ç áíÜëõóç
Ýäåéîå ôçí ýðáñîç ôçò ðáñáíïçìáôéêÞò ìåôáëëá-
ãÞò D1822V óå åôåñïæõãùôßá. Ç D1822V âñßóêå-
ôáé óå åôåñïæõãùôßá óå ìåãÜëï ðïóïóôü êáé óôï
öõóéïëïãéêü ðëçèõóìü ãåãïíüò ðïõ êÜíåé ôéò áðü-
øåéò íá äéßóôáíôáé ó÷åôéêÜ ìå ôçí ðñïäéÜèåóç ðïõ
ðñïóäßäåé. Ï óõãêåêñéìÝíïò áóèåíÞò åß÷å êáñêßíï
óôï ðá÷ý Ýíôåñï. Óôç âéâëéïãñáößá õðÜñ÷ïõí Ýñåõ-
íåò ðïõ óõó÷åôßæïõí ôçí ðáñáðÜíù ìåôáëëáãÞ ìå
ôá åðßðåäá ôïõ ëßðïõò óôç äéáôñïöÞ ôïõ áôüìïõ
åíþ Üëëåò ôçí êáôáôÜóóïõí óôïõò áðëïýò ðïëõ-
ìïñöéóìïýò12,13. Ç áìéíïîéêÞ üìùò áëëáãÞ ðïõ
ðñïêáëåßôáé åßíáé äñáóôéêÞ êáé ìÜëéóôá óå êñßóéìï
óçìåßï ôçò ðñùôåÀíçò APC ãåãïíüò ðïõ ìáò åðé-
ôñÝðåé íá ðéóôåýïõìå üôé ôï èÝìá åßíáé áêüìá áíïé-
êôü ãéá ðåñáéôÝñù Ýñåõíá.

ÓõìðåñáóìáôéêÜ ï óõíäõáóìüò dHPLC êáé
sequencing ìáò åðÝôñåøå íá Ý÷ïõìå õøçëÜ ðï-
óïóôÜ åðéôõ÷ßáò óôçí ôáõôïðïßçóç êëçñïíïìïý-
ìåíùí ìåôáëëáãþí óôï APC. Ìå âÜóç ôç ìÝ÷ñé
óÞìåñá åìðåéñßá ìáò õðÜñ÷ïõí áíôéêåéìåíéêÜ êñé-
ôÞñéá ðïõ èá ïäçãÞóïõí êÜðïéïí óôï ãåíåôéêü
Ýëåã÷ï ãéá ÏéêïãåíÞ Áäåíùìáôþäç Ðïëõðïäßá-
óç êáé ôá ïðïßá óõíïøßæïíôáé óôïí ðßíáêá 1.

Ôï åðüìåíï âÞìá ðïõ ðñÝðåé íá ãßíåé åßíáé ç
áîéïðïßçóç ôùí áðïôåëåóìÜôùí ôïõ ãåíåôéêïý

Ðßíáêáò 1. ÊñéôÞñéá ÷áñáêôçñéóìïý áóèåíïýò ùò õðï-
øçößïõ ãéá ãåíåôéêü Ýëåã÷ï ãéá FAP.
á/á ÊñéôÞñéá

1 Êáñêßíïò åíôÝñïõ Þ/êáé 100 Þ ðåñéóóüôåñïé
ðïëýðïäåò óôï ðá÷ý Ýíôåñï ìåôáîý 15 êáé 40
åôþí óå óõíäõáóìü Þ ü÷é, ìå åîù-åíôåñéêÝò
áëëïéþóåéò.

2 ÓõããåíÞò ðñþôïõ âáèìïý FAP Þ APC èåôéêüò.
3 Ç áðïõóßá ïéêïãåíåéáêïý éóôïñéêïý äåí áðïôå-

ëåß áñíçôéêÞ Ýíäåéîç ãéáôß 30% ôùí ìåôáëëá-
ãþí äåí ðñïÝñ÷ïíôáé áðü ôïõò ãïíåßò áëëÜ
ðñùôïåìöáíßæïíôáé óôïí áóèåíÞ (ð.÷. óôï óôÜ-
äéï ôïõ æõãùôïý), åßíáé äçëáäÞ de novo.

åëÝã÷ïõ ãéá APC. Ç Ýãêáéñç äéÜãíùóç ìéáò ìå-
ôáëëáãÞò ïäçãåß óå óôåíÞ ðáñáêïëïýèçóç êáé
ìå ôçí áöáßñåóç ôùí ðïëõðüäùí ìåéþíåôáé ï
êßíäõíïò áíÜðôõîçò êáñêßíïõ êáé áõîÜíåôáé ôï
âéïôéêü åðßðåäï ôïõ áóèåíïýò. Åðßóçò, õðÜñ÷ïõí
ìåëÝôåò ðïõ áîéïëïãïýí èåôéêÜ ôç ÷ñÞóç ìç óôå-
ñïúäþí áíôéöëåãìïíùäþí öáñìÜêùí (NSAIDs)
Ýíáíôé ôçò áíÜðôõîçò ôùí ðïëõðüäùí27.

Óôü÷ïò ìáò åßíáé ç óõëëïãÞ üëï êáé ðåñéóóï-
ôÝñùí áóèåíþí ãéá åîÝôáóç Ýôóé þóôå íá ìåéù-
èåß ôï öáéíüìåíï ôçò ôõ÷áßáò äéÜãíùóçò ìåôÜ
áðü ôçí áíáêÜëõøç ôïõ êáñêßíïõ, ïðüôå êáé åßíáé
áñêåôÜ áñãÜ ãéá ôïí áóèåíÞ. Áðþôåñïò óôü÷ïò
åßíáé ç ÷ñçóéìïðïßçóç ôùí áðïôåëåóìÜôùí ôïõ
ãåíåôéêïý åëÝã÷ïõ óôçí ðñïãåíåôéêÞ êáé ðñïåì-
öõôåõôéêÞ äéÜãíùóç þóôå ïé áóèåíåßò íá áðï-
êôÞóïõí õãéåßò áðïãüíïõò.

ABSTRACT

M. MIHALATOS, A. APESSOU, V. CHAROKOPOS, I. DANIELIDES, G. KALLIMANIS, M.
TSIAVA, I. TRIANTAFYLLIDES, P. KOSMIDIS, G. FOUNTZILAS, N. AGNANTIS, D. GIAN-
NOUKAKOS, G. NASIOULAS: Results of a Hellenic multicenter study for genetic
survey in Familial Adenomatous Polyposis

The purpose of this ongoing study is to identify mutations in the APC gene which confer
predisposition to CRC in Greek families and provide accurate information concerning percent-
age and genetic background of FAP mutations in Greece. This information should be used to
achieve early diagnosis and life improvement and expectancy for FAP patients. Furthermore,
this information can be used for prenatal and preimplantation diagnosis. Materials and Methods:
DNA was extracted from whole blood or tissue from selected FAP patients and all 15 exons of
the APC were amplified by PCR. Mutation detection was carried out on the WAVE DNA
Fragment Analysis System (Transgenomic, Inc., USA) and identification followed by automated
cycle sequencing of both strands using the ABI Prism® 310 Genetic Analyzer (Applied Biosys-
tems, USA). Results and Conclusion. We have examined 22 patients from eleven Greek
families with the FAP phenotype. Mutations in the APC were detected in 21 patients. All
mutations detected were producing either stop codons or frameshifts leading to shorter protein
products. Furthermore, we have identified two novel mutations. So far our data suggest that
using dHPLC and sequencing is the best combination of methods in order to correctly identify
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mutations in the APC gene. Keywords: FAP, APC, adenomatous, polyposis, dHPLC, sequenc-
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ÅÉÄÉÊÏ ÁÑÈÑÏ

ÊñéôÞñéá áíôáðüêñéóçò óôçí áíôéíåïðëáóìáôéêÞ

èåñáðåßá: Ç óçìáóßá ôçò óôáèåñïðïßçóçò ôçò íüóïõ

Ã. Âáñèáëßôçò, *Ê. ÐÜëëá

ÐÅÑIËÇØÇ
Ç óìßêñõíóç ôùí äéáóôÜóåùí ôïõ üãêïõ, ìå áíôéêåéìåíéêÜ êñéôÞñéá, ÷ñçóéìïðïéåßôáé óáí
äåßêôçò ôçò äñáóôéêüôçôáò ôùí öáñìÜêùí. Ôá êñéôÞñéá áîéïëüãçóçò RECIST, (áíáèåùñçìÝíç
ðáñáëëáãÞ, ôçò áíôáðüêñéóçò óôç èåñáðåßá, ôùí êñéôçñßùí ôçò WHO), áíáðôý÷èçêáí Ýôóé
þóôå íá Ý÷ïõí åöáñìïãÞ óôïõò ðåñéóóüôåñïõò óõìðáãåßò üãêïõò. ÅðåéäÞ ôá íÝá ìç-êõôôá-
ñïóôáôéêÜ öÜñìáêá, óõ÷íÜ, áíáóôÝëëïõí “in vivo” ôçí ðåñáéôÝñù áíÜðôõîç, ÷ùñßò íá ðñïêá-
ëïýí ìåßùóç, ôùí äéáóôÜóåùí ôïõ üãêïõ, èåùñåßôáé áíáãêáßï íá åíóùìáôùèïýí, óôïõò ôåëé-
êïýò óôü÷ïõò ôùí êëéíéêþí äïêéìþí, åíáëëáêôéêïß ôçò ïãêïìåßùóçò ðáñÜãïíôåò, üðùò åßíáé
ç “óôáèåñïðïßçóç ôùí äéáóôÜóåùí ôïõ üãêïõ”, êáé ç “åëåýèåñç åîÝëéîçò íüóïò”. ÅðéðëÝïí, ç
äéáäéêáóßá ôçò ðáñáäïóéáêÞò áëëçëïõ÷ßáò ìåëåôþí öÜóçò É, ÉÉ êáé ÉÉÉ, ìðïñåß êáé íá ìçí åßíáé
áðáñáßôçôç ãéá ôá ìç-êõôôáñïôïîéêÜ öÜñìáêá. Ç ìåôáðÞäçóç áðü ôçí öÜóç É óôçí öÜóç ÉÉÉ
ìðïñåß íá äéêáéïëïãçèåß åÜí õðÜñ÷åé âåâáéùìÝíç ðñþéìç êëéíéêÞ áðüäåéîç ôçò äñáóôéêüôç-
ôáò ôïõ öáñìÜêïõ. ÔåëéêÜ ç ôñïðïðïßçóç, áëëÜ, öõóéêÜ, ü÷é ç åãêáôÜëåéøç ôùí ðáñáäïóéá-
êþí ìåèüäùí ôùí êëéíéêþí ìåëåôþí, áðïôåëåß ìéá ïñèïëïãéêÞ ðñïóÝããéóç óôçí êáéíïýñãéá
ðñáãìáôéêüôçôá. Ìå ôá íÝá äåäïìÝíá, ðñÝðåé íá äïèåß ðåñéóóüôåñç ðñïóï÷Þ óôçí ðáñÜìå-
ôñï ôçò óôáèåñïðïßçóçò ôçò íüóïõ óôç äéÜñêåéá ôïõ ÷ñüíïõ, ðáñÜ óôçí êëéíéêÞ áíôáðüêñéóç
ðïõ åîáñôÜôáé áðü ôçí óõññßêíùóç ôïõ üãêïõ. ËÝîåéò-êëåéäéÜ: êõôôáñïôïîéêÞ èåñáðåßá,
óôáèåñïðïßçóç íüóïõ, ìç-êõôôáñïôïîéêÜ áíôéíåïðëáóìáôéêÜ. ÂÞìá ÊëéíéêÞò Ïãêïëïãßáò 2002,
1 (4):232-241.
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ÅéóáãùãÞ

Ïé ðåñéóóüôåñïé êáñêéíïðáèåßò áíôéìåôùðßæï-
íôáé ìå áíôéíåïðëáóìáôéêÜ öÜñìáêá ìå óêïðü
ôçí ðáñÜôáóç ôçò åðéâßùóçò (Þ ôçí ßáóç), êáé
ôçí áíáêïðÞ ôçò öõóéêÞò åîÝëéîçò ôçò íüóïõ.
Óõíåðþò, ç áíôéêåéìåíéêÞ åêôßìçóç ôïõ èåñáðåõ-
ôéêïý áðïôåëÝóìáôïò ôçò êõôôáñïôïîéêÞò èåñá-

ðåßáò áðïôåëåß êáèçìåñéíÞ êëéíéêÞ åíáó÷üëçóç
ôïõ Ïãêïëüãïõ, ï ïðïßïò êáëåßôáé í’ áðïöáóßóåé
ãéá óõíÝ÷éóç, áëëáãÞ Þ äéáêïðÞ ôçò óõóôçìáôé-
êÞò Þ ôçò ôïðéêÞò èåñáðåßáò, áíÜëïãá ìå ôçí
áíôáðüêñéóç ôïõ áóèåíïýò1.

Óôéò ðñþôåò êëéíéêÝò ìåëÝôåò ôçò ïãêïëïãßáò,
óôç äåêáåôßá ôïõ 50, ç áíôáðüêñéóç, ç ïðïßá
åèåùñåßôï êáé ôåëéêüò óôü÷ïò, âáóéæüôáí óôçí
õðïêåéìåíéêÞ åêôßìçóç ôïõ ãéáôñïý. Óôéò óýã÷ñï-
íåò, üìùò, êëéíéêÝò ìåëÝôåò, üðïõ åîåôÜæïíôáé
íÝá áíôéêáñêéíéêÜ öÜñìáêá, ç áîéïëüãçóç ôçò
êëéíéêÞò áíôáðüêñéóçò, ùò ðáñáìÝôñïõ ôçò åêôß-
ìçóçò ôïõ èåñáðåõôéêïý áðïôåëÝóìáôïò ôçò áíôé-
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íåïðëáóìáôéêÞò èåñáðåßáò, åöáñìüæåôáé óôá ðëáß-
óéá áõóôçñÜ ðñïêáèïñéóìÝíùí óõíèçêþí.

Ôá áíôéíåïðëáóìáôéêÜ öÜñìáêá ðïõ áíáðôý-
÷èçêáí ôá ôåëåõôáßá 40 ÷ñüíéá Ý÷ïõí êõôôáñï-
ôïîéêÝò éäéüôçôåò, ðñïêáëïýí ìåßùóç ôùí äéáóôÜ-
óåùí ôïõ üãêïõ êáé, óå ïñéóìÝíá íåïðëáóìáôéêÜ
íïóÞìáôá, áýîçóç ôçò åðéâßùóçò. Ç Üìåóç èåñá-
ðåõôéêÞ äñÜóç ôùí êõôôáñïôïîéêþí öáñìÜêùí
áîéïëïãÞèçêå ìå åðáíåéëçììÝíåò ìåôñÞóåéò ôïõ
ìåãÝèïõò ôïõ üãêïõ, êëéíéêÜ êáé áêôéíïëïãéêÜ. ÁõôÞ
ç äéáäéêáóßá åêôßìçóçò ôçò áíôáðüêñéóçò óôçí
èåñáðåßá Ý÷åé åíóùìáôùèåß óôçí êáè’ çìÝñá ïãêï-
ëïãéêÞ ðñÜîç êáé ÷ñçóéìïðïéåßôáé óôéò åñåõíçôé-
êÝò êëéíéêÝò ìåëÝôåò ãéá íá êáèïñéóôåß ç áíôé-
êáñêéíéêÞ äñÜóç ôùí íÝùí áíôéíåïðëáóìáôéêþí
ðáñáãüíôùí. Ãéá íá ðéóôïðïéçèåß ôï èåñáðåõôéêü
áðïôÝëåóìá êáé ç èåñáðåõôéêÞ åðÜñêåéá áõôþí
ôùí öáñìÜêùí ÷ñçóéìïðïéïýíôáé äåßêôåò, üðùò
ç äéÜñêåéá áíôáðüêñéóçò, ôï åßäïò êáé ï ôýðïò
áíôáðüêñéóçò, ê.ë.ð.2

Åêôßìçóç áíôáðüêñéóçò – íÝá êñéôÞñéá
áîéïëüãçóçò

Ïé ìÝèïäïé åêôßìçóçò ôçò áíôáðüêñéóçò óôçí
èåñáðåßá áíáðôý÷èçêáí óçìáíôéêÜ ôéò ôåëåõôáßåò
äåêáåôßåò, áñ÷ßæïíôáò áðü ìéá ðëÞñç õðïêåéìåíé-
êÞ áîéïëüãçóç áðü ôïí èåñÜðïíôá éáôñü, ãéá íá
áêïëïõèÞóåé Ýíá ðïëýðëïêï óýóôçìá áíôéêåéìå-
íéêþí êñéôçñßùí, ôï ïðïßï åðé÷åéñåß íá ôõðïðïéÞ-
óåé ôéò äéáäéêáóßåò åêôßìçóçò ôçò áíôáðüêñéóçò,
ëáìâÜíïíôáò õðüøç áíáôïìéêïýò êáé âéïëïãéêïýò
äåßêôåò.

Óôï ôÝëïò ôçò äåêáåôßáò ôïõ 70, åßêïóé ÷ñü-
íéá ìåôÜ ôéò ðñþôåò åìðåéñéêÝò êëéíéêÝò ìåëÝôåò
ðïõ Ýãéíáí óå óõìðáãåßò üãêïõò, ïìÜäá åéäéêþí
ãéá ôïí êáñêßíï ôïõ ìáóôïý, Ýèåóå ôéò áñ÷Ýò ãéá
ôçí åêôßìçóç ôçò áíôáðüêñéóçò óôçí èåñáðåßá
ôïõ êáñêßíïõ ôïõ ìáóôïý, (õðü ôçí áéãßäá ôçò
Äéåèíïýò ̧ íùóçò êáôÜ ôïõ Êáñêßíïõ -UICC). ¼ôáí
áõôÞ ç ðñïóðÜèåéá ïëïêëçñþèçêå êáé, ìå óõ-
ìðëçñþóåéò, óõìðåñéÝëáâå ôçí èåñáðåßá üëùí ôùí
óõìðáãþí üãêùí, ïé áðüøåéò ðïõ õéïèåôÞèçêáí
áðü ôçí ÅðéôñïðÞ, åíóùìáôþèçêáí óôéò ïäçãßåò
ðïõ åîÝäùóå ç Ðáãêüóìéá ÏñãÜíùóç Õãåßáò
(WHO)3.

Ç éäéáßôåñç óçìáóßá ðïõ äßíåôáé óôá ðïóïóôÜ
áíôáðüêñéóçò êáé ç áëìáôþäçò áýîçóç ôïõ áñéè-
ìïý ôùí íÝùí áíôéêáñêéíéêþí öáñìÜêùí ðïõ äï-
êéìÜæïíôáé, áðïôåëïýí åðéôáêôéêÞ áíÜãêç áíáèåþ-
ñçóçò êáé âåëôßùóçò ôùí õðáñ÷üíôùí êñéôçñßùí.
Ç åðßðïíç áõôÞ ðñïóðÜèåéá Üñ÷éóå ôï 1996 áðü
ôñßá áíôéðñïóùðåõôéêÜ êÝíôñá: EORTC, NCI-US

êáé NCI-Canada. Ç áíáèåþñçóç ôùí êñéôçñßùí
áîéïëüãçóçò, ðïõ åßíáé ìéá åõñåßá, ðåñéåêôéêÞ, êáé
ðëÞñùò áíáèåùñçìÝíç ðáñáëëáãÞ ôùí êñéôçñßùí
ôçò WHO, äçìïóéåýèçêå ôïí ÖåâñïõÜñéï ôïõ 2000
ìå ôï áêñùíýìéï RECIST, (Response Evaluation
Criteria in Solid Tumors). ÁõôÜ ôá êñéôÞñéá ôá÷ý-
ôáôá õéïèåôÞèçêáí áðü ôéò ðåñéóóüôåñåò åñåõ-
íçôéêÝò ïìÜäåò êáé ôçí öáñìáêåõôéêÞ âéïìç÷á-
íßá4.

Ïé áñ÷Ýò ãéá ôçí åêôßìçóç ôçò áíôáðüêñéóçò
óôçí áíôéíåïðëáóìáôéêÞ èåñáðåßá, ïé ïðïßåò
éó÷ýïõí êáé óÞìåñá, ìðïñïýí íá óõíïøéóôïýí óôá
áêüëïõèá:
 · Ôï öïñôßï ôçò íüóïõ ÷áñáêôçñßæåôáé áðü ðï-

óïôéêÞ åêôßìçóç, ç ïðïßá åßíáé ìåôñÞóéìç, êáé
ðïéïôéêÞ åêôßìçóç, ç ïðïßá äåí åßíáé ìåôñÞóé-
ìç.

 · Ï óõíäõáóìüò ðïóïôéêÞò êáé ðïéïôéêÞò áîéï-
ëüãçóçò, åîáóöáëßæåé ôçí åêôßìçóç ôïõ èåñá-
ðåõôéêïý áðïôåëÝóìáôïò, ôï ïðïßï ÷áñáêôçñß-
æåôáé áðü 4 êáôçãïñßåò: ïëéêÞ áíôáðüêñéóç,
ìåñéêÞ áíôáðüêñéóç, óôáèåñïðïßçóç êáé ðñüïäï
ôçò íüóïõ5.
Áí êáé ôá êñéôÞñéá êáôÜ RECIST Ýôõ÷áí åõ-

ñåßáò áðïäï÷Þò Þäç áðü ôï 2000, ç ðñïóðÜèåéá
åíáñìüíéóçò óõíå÷ßóôçêå ìå óêïðü íá áðïóáöç-
íßóåé Þ íá ðñïóèÝóåé êáé Üëëåò ðëçñïöïñßåò ãéá
åéäéêÝò ìïñöÝò êáñêßíïõ, ó÷åôéêÜ ìå ôçí åêôßìç-
óç ôçò áíôáðüêñéóçò, ðÜíôá óå ó÷Ýóç ìå áõôÜ
ôá êñéôÞñéá. Ïé ðñïôÜóåéò ãéá ôçí ôñïðïðïßçóç
ôùí õðáñ÷üíôùí êñéôçñßùí Þ ôçí ðñïóèÞêç íÝùí
êñéôçñßùí, óõãêåíôñþíïíôáé óôç âÜóç äåäïìÝ-
íùí ôçò ïìÜäáò ôïõ RECIST.

Ìå ôá êëáóéêÜ êñéôÞñéá ôçò Ðáãêüóìéáò Ïñ-
ãÜíùóçò Õãåßáò (WHO) Þ ôá ôñïðïðïéçìÝíá êñé-
ôÞñéá (RECIST), ïé áíôáðïêñßóåéò ôùí äéáöüñùí
êáêïÞèùí íåïðëáóìáôéêþí íïóçìÜôùí ÷áñáêôç-
ñßæïíôáé ùò ðëÞñçò ýöåóç (CR) Þ ìåñéêÞ ýöåóç
ôçò íüóïõ (PR). (Ðßíáêáò 1)

Ôá êñéôÞñéá RECIST áíáðôý÷èçêáí Ýôóé þóôå
íá Ý÷ïõí åöáñìïãÞ óôïõò ðåñéóóüôåñïõò óõìðá-
ãåßò üãêïõò. ÅðéðëÝïí ôùí êñéôçñßùí RECIST
ðïõ åöáñìüæïíôáé óôïõò ðåñéóóüôåñïõò ôýðïõò
óõìðáãþí üãêùí, áíáðôý÷èçêáí åéäéêÜ êñéôÞñéá
ãéá ôçí áîéïëüãçóç áíôáðüêñéóçò êáé åîÝëéîçò
íüóïõ óôá ìç-Hodgkin ëåìöþìáôá (NHL) êáé óôïí
êáñêßíï ôïõ ðñïóôÜôç6.

Ìå ôá ðáñáðÜíù êñéôÞñéá ïé áóèåíåßò ðïõ
Ý÷ïõí áíôáðüêñéóç < 50% (WHO) Þ < 30% (RE-
CIST), Þ ðïõ áõîÜíïíôáé ïé äéáóôÜóåéò ôçò ìå-
ôñçôÞò íüóïõ óå ðïóïóôÜ < 25% Þ < 20%, áíôß-
óôïé÷á, èåùñïýíôáé üôé Ý÷ïõí óôáèåñïðïéçìÝíç
íüóï (SD).
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Ðßíáêáò 1. ÊñéôÞñéá áíôáðüêñéóçò óôç èåñáðåßá êáôÜ WHO êáé RECIST

WHO RECIST

Âáóéêü ìÝôñï åêôßìçóçò Ôï ãéíüìåíï ôçò ìÝãéóôçò äéáìÝôñïõ Ç ìÝãéóôç äéÜìåôñïò ìåôñçôïý
ìåôñçôïý üãêïõ êáé ôçò êáèÝôïõ ôçò. üãêïõ.
(ÅêôéìÜôáé ôï Üèñïéóìá ôùí ôéìþí ôùí ìåôñÞóéìùí åóôéþí ôçò íåïðëáóßáò
êáé óôéò äõï ìåèüäïõò)

ÁÍÔÁÐÏÊÑÉÓÇ ÏÑÉÓÌÏÓ

ÐëÞñçò ýöåóç (CR) ÅîáöÜíéóç üëùí ôùí âëáâþí ÅîáöÜíéóç üëùí ôùí âëáâþí +
åðÜíïäïò óôï öõóéïëïãéêü üëùí
ôùí äåéêôþí üãêïõ

ÌåñéêÞ ýöåóç (PR) Ìåßùóç >50% ôïõ áèñïßïóìáôïò Ìåßùóç >30% ôïõ áèñïßïóìáôïò
ôùí ôéìþí óôï óýíïëï ôùí ìåôñÞóéìùí ôùí ôéìþí óôï óýíïëï ôùí
üãêùí. ìåôñÞóéìùí üãêùí.

Óôáèåñïðïßçóç íüóïõ (SD) Ïýôå áíôáðüêñéóç ïýôå ðñüïäïò Ïýôå áíôáðüêñéóç ïýôå ðñüïäïò
Ðñüïäïò íüóïõ (PD) - Áýîçóç > 25% ìéáò âëÜâçò Þ - Áýîçóç > 20% ìéáò âëÜâçò Þ

ôïõ óõíüëïõ ôïõ óõíüëïõ
- Ðáñïõóßá íÝáò âëÜâçò - Ðáñïõóßá íÝáò âëÜâçò

Ç åéäéêüôçôá ôùí êñéôçñßùí RECIST óõíïøß-
æåôáé óô’ áêüëïõèá:
 · Ïé ìåôñÞóåéò ôïõ üãêïõ âáóßæïíôáé óôçí ìå-

ãáëýôåñç äéÜìåôñï (ìïíïäéÜóôáôç ìÝôñçóç)7.
 · Ïé êáñêéíéêÝò âëÜâåò èåùñïýíôáé ìåôñÞóéìåò

üôáí ç ìåãáëýôåñç äéÜìåôñïò åßíáé ìåãáëýôå-
ñç (Þ ßóç) áðü 2 cm.

 · Ôï óõíïëéêü öïñôßï ôïõ üãêïõ ÷áñáêôçñßæåôáé
áðü åðéëåãìÝíåò âëÜâåò-óôü÷ïõò, (ïé õðüëïé-
ðåò âëÜâåò êáôáãñÜöïíôáé áëëÜ äåí ìåôñéïý-
íôáé).

 · Ïé áëëáãÝò, ðïõ åðÝñ÷ïíôáé ìå ôç èåñáðåßá,
óôç äéÜìåôñï ôùí âëáâþí ðïõ Ý÷ïõí ðñïåðé-
ëåãåß ùò óôü÷ïé, äéåõêñéíßæïõí ôçí áíôáðüêñé-
óç ôçò íüóïõ.

 · Ùò ìåñéêÞ áíôáðüêñéóç êáèïñßæåôáé ç ìåßùóç,
ôïõëÜ÷éóôïí êáôÜ 30% Þ ðåñéóóüôåñï, ôçò
ìåãáëýôåñçò äéáìÝôñïõ üëùí ôùí âëáâþí-óôü-
÷ùí.

 · Ç áíôáðüêñéóç åðéâåâáéþíåôáé ó’ åëÜ÷éóôï
ìåóïäéÜóôçìá 4 åâäïìÜäùí.

 · Ç óôáèåñïðïßçóç ôçò íüóïõ êáèïñßæåôáé óå
ðñïêáèïñéóìÝíï ìåóïäéÜóôçìá ìåôáîý äõï
ìåôñÞóåùí, (ïñßæåôáé óáöþò óôá åñåõíçôéêÜ
ðñùôüêïëëá êáé åîáñôÜôáé áðü ôï õðü ìåëÝôç
íüóçìá).

 · Ç åîÝëéîç ôçò íüóïõ ïñßæåôáé áðü ôçí áýîçóç,
óå ðïóïóôü ßóï Þ ìåãáëýôåñï áðü 20%, ôïõ
ìåãÝèïõò ôçò ìåãáëýôåñçò äéáìÝôñïõ ôùí
âëáâþí-óôü÷ùí Þ áðü ôçí åìöÜíéóç íÝáò âëÜ-
âçò.
Åßíáé åõíüçôï üôé Ýíá ìåãÜëï ìÝñïò áõôþí

ôùí áóèåíþí èá Ý÷åé Ýíá âáèìü áíôáðüêñéóçò
ðïõ äåí èá ìðïñåß íá ÷áñáêôçñéóèåß ìåñéêÞ ýöå-

óç (PR). Óõíåðþò è’ áðïëáìâÜíåé êáé Ýíá ìÝñïò
ôùí ðëåïíåêôçìÜôùí ôùí áóèåíþí ðïõ áíôáðï-
êñßíïíôáé. Ç ìéêñÞ áõôÞ áíôáðüêñéóç, ðïõ äåí
ìðïñåß âÝâáéá, íá ÷áñáêôçñéóèåß ìåñéêÞ ýöåóç
ôçò íüóïõ (PR), ìðïñåß íá ðñïóöÝñåé êáëÞ ðïéü-
ôçôá æùÞò, åöÜìéëëç ßóùò ìå áõôÞ ðïõ áðïëáì-
âÜíïõí ïé áóèåíåßò ðïõ áíôáðïêñßíïíôáé óôç èå-
ñáðåßá8.

ÅðéðëÝïí, åßíáé åõñÝùò ãíùóôü üôé ìå ôá íÝá
áíôéíåïðëáóìáôéêÜ öÜñìáêá ç óôáèåñïðïßçóç ôçò
íüóïõ åßíáé ðïëý ðéï óõ÷íÞ áð’ üôé ìå ôéò ðáëáéü-
ôåñåò, áìéãþò êõôôáñïôïîéêÝò, èåñáðåßåò. Ðáñ’
üëï üìùò ðïõ åßíáé êïéíÞ ç ðåðïßèçóç óôçí
ïãêïëïãéêÞ êïéíüôçôá, üôé ìå ôá íåþôåñá êõôôá-
ñïôïîéêÜ öÜñìáêá áëëÜ êáé, êõñßùò, ìå ôá íÝá
ìç-êõôôáñïôïîéêÜ öÜñìáêá ðåôõ÷áßíïõìå óå ìå-
ãÜëï ðïóïóôü óôáèåñïðïßçóç ôçò íüóïõ, ç ðá-
ñÜìåôñïò áõôÞ äåí Ý÷åé åëåã÷èåß óå ôõ÷áßáò êá-
ôáíïìÞò ìåëÝôåò.

Óôç äéåèíÞ âéâëéïãñáößá ðáñïõóéÜæåôáé ìüíï
ìéá ðñïïðôéêÞ–ðïëõêåíôñéêÞ ìåëÝôç ðïõ åîåôÜ-
æåé ôçí ðáñÜìåôñï ôçò óôáèåñïðïßçóçò ôçò íü-
óïõ, óå áóèåíåßò ìå åêôåôáìÝíï êáñêßíï ôïõ ðá-
÷Ýïò åíôÝñïõ. (Launois BH,  1999). Óôçí áíùôÝ-
ñù ìåëÝôç 80 áóèåíåßò áíôéìåôùðßóôçêáí ìå
÷çìåéïèåñáðåßá 2çò ãñáììÞò ( irinotecan Þ oxali-
platine/5-FU/Folinic Acid Þ 5-FU/Folinic Acid -de
Gramont), üðïõ áðïäåéêíýåôáé üôé ïé áóèåíåßò ðïõ
ðáñïõóßáóáí óôáèåñïðïßçóç ôçò íüóïõ åß÷áí ôéò
ßäéåò ðáñáìÝôñïõò ðïéüôçôáò æùÞò ìå ôïõò áóèå-
íåßò ðïõ áíôáðïêñßèçêáí óôç ÷çìåéïèåñáðåßá9.

ÕðÜñ÷ïõí, âÝâáéá, ðïëëÝò ìéêñÝò ìåëÝôåò,
êõñßùò öÜóçò ÉÉ, ðïõ óõãêñßíïõí ô’ áðïôåëÝóìá-
ôá ôùí áóèåíþí ìå óôáèåñïðïßçóç ôçò íüóïõ ìå
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éóôïñéêÜ control áóèåíþí. Ôá óõìðåñÜóìáôá üìùò
áðü áõôÝò ôéò ìéêñÝò ìåëÝôåò, ðÜíôá óå ó÷Ýóç
ìå ôçí ðáñÜìåôñï ôçò óôáèåñïðïßçóçò ôçò íü-
óïõ, åßíáé åðéóöáëÞ10-13.

Ìåèïäïëïãßá

Ïé óýã÷ñïíåò-ðñþéìåò öáñìáêåõôéêÝò ìåëÝ-
ôåò ãéá ôá íåïðëáóìáôéêÜ íïóÞìáôá ó÷åäéÜæï-
íôáé ìå óêïðü, ïé íÝåò èåñáðåßåò, íá ôý÷ïõí Üìå-
óçò åöáñìïãÞò óôçí êëéíéêÞ ðñÜîç.

Ðáñáäïóéáêüò ó÷åäéáóìüò êëéíéêþí ìåëåôþí
ôùí êõôôáñïôïîéêþí öáñìÜêùí

Ç óôñáôçãéêÞ ãéá ôçí åêôßìçóç íÝùí öáñìÜ-
êùí, ìÝ÷ñé ðñüóöáôá, åóôéáæüôáí ó÷åäüí áðï-
êëåéóôéêÜ óôá äåäïìÝíá ôçò êõôôáñïôïîéêÞò ÷ç-
ìåéïèåñáðåßáò êáé âáóßæïíôáí óå ðñïêëéíéêÝò ìå-
ëÝôåò ðïõ Ýäåé÷íáí üôé õðÜñ÷åé Üìåóç ó÷Ýóç
áíÜìåóá óôçí ÷çìåéïèåñáðåõôéêÞ äüóç êáé ôïí
èÜíáôï ôùí êõôôÜñùí-óôü÷ùí. ÁõôÝò ïé ðñïêëé-
íéêÝò óå óõíäõáóìü ìå åðáêüëïõèåò êëéíéêÝò ìå-
ëÝôåò Ýäåé÷íáí üôé õðÜñ÷åé Üìåóç ó÷Ýóç ìåôáîý
ôçò äüóçò ôùí êõôôáñïôïîéêþí öáñìÜêùí êáé
ôçò ôïîéêüôçôáò ôùí éóôþí. Ç ðáñáäï÷Þ üôé ç
ôïîéêüôçôá åßíáé äïóïåîáñôþìåíç êáé üôé åðç-
ñåÜæåé ðïëý ôçí åðéëïãÞ ôùí èåñáðåõôéêþí ó÷ç-
ìÜôùí ÷çìåéïèåñáðåßáò áðïôÝëåóå ôçí âÜóç ôïõ
ó÷åäéáóìïý ôùí ðñþéìùí ìåëåôþí ìå êõôôáñï-
ôïîéêÜ öÜñìáêá14 (Ó÷Þìá 1).

ÌåëÝôåò öÜóçò ÉÉ êáé ÉÉÉ ìå êõôôáñïôïîéêÜ
öÜñìáêá

Ï óêïðüò ôùí ìåëåôþí öÜóçò ÉÉ åßíáé íá êá-
èïñéóèåß ç ôïîéêüôçôá åíüò öáñìÜêïõ Þ åíüò
óõíäõáóìïý öáñìÜêùí, ãéá íá óõìðåñéëçöèïýí
ïõóßåò ìå êõôôáñéêÞ áíôéíåïðëáóìáôéêÞ äñÜóç,
ðïõ Ý÷åé Þäç åêôéìçèåß, óå ìåëëïíôéêÝò êëéíéêÝò
ìåëÝôåò öÜóçò ÉÉÉ. Ç Ýñåõíá ó÷åäéÜæåôáé ãéá åðé-
ëåãìÝíç ïìÜäá áóèåíþí, ìåéþíïíôáò ôïí êßíäõ-
íï Ýêèåóçò ìåãÜëïõ áñéèìïý áóèåíþí óå ìç äñá-
óôéêÜ öÜñìáêá. Ç åêôßìçóç ôçò áíôáðüêñéóçò óå
êëéíéêÝò ìåëÝôåò öÜóçò ÉÉ, áðïôåëåß óçìáíôéêü
âÞìá ãéá ôçí áíÜðôõîç íÝùí öáñìÜêùí êáé ðñïç-
ãåßôáé ôùí ìåãÜëùí êëéíéêþí ìåëåôþí, üðïõ
åìðëÝêïíôáé ÷éëéÜäåò áóèåíåßò15.

Ç óìßêñõíóç ôùí äéáóôÜóåùí ôïõ üãêïõ, ìå
áíôéêåéìåíéêÜ êñéôÞñéá, üðùò áõôÜ ôçò WHO Þ
RECIST, ÷ñçóéìïðïéåßôáé óáí äåßêôçò ôçò äñá-
óôéêüôçôáò ôùí öáñìÜêùí, êáé áðïôåëåß ôï ôå-
ëéêü êáé ìïíáäéêü Ýãêõñï óôïé÷åßï áðïôåëåóìá-
ôéêüôçôáò ôùí öáñìÜêùí (áí êáé óå ïñéóìÝíåò
ðåñéðôþóåéò äåí åßíáé ôï ìïíáäéêü êñéôÞñéï áðï-
ôåëåóìáôéêüôçôáò). Ç ìåèïäïëïãßá ãéá ôçí åêôß-
ìçóç ôçò êëéíéêÞò áíôáðüêñéóçò äåß÷èçêå ðïëý-
ðëïêç êáé áóáöÞò óôéò ìåôáâëçôÝò ôçò. Õðï-
óôçñßæåôáé üôé ðñÝðåé íá ÷ñçóéìïðïéïýíôáé áõ-
óôçñÜ êñéôÞñéá ãéá íá ìåéùèåß ç ðéèáíüôçôá
óöáëìÜôùí, êáé ç äõíçôéêÞ âëÜâç ôùí ìåëëï-
íôéêþí áóèåíþí16.

ÁõôÝò ïé ìåëÝôåò óõíÞèùò ó÷åäéÜæïíôáé óå
äýï Þ ðåñéóóüôåñá óôÜäéá, ãåãïíüò ðïõ åðéôñÝ-

Ó÷Þìá 1. ÁíôéíåïðëáóìáôéêÞ äñÜóç êõôôáñïôïîéêþí.
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ðåé ôïí ðñþéìï ôåñìáôéóìü ôçò ìåëÝôçò, óå ðåñß-
ðôùóç ðïõ áðïäåé÷èåß ìéêñÞ Þ ìçäåíéêÞ êëéíéêÞ
áðïôåëåóìáôéêüôçôá ôùí åëåã÷ïìÝíùí ïõóéþí.
Óõíåðþò, ïé ìåëÝôåò öÜóçò ÉÉ Ý÷ïõí ôçí èÝóç
ôïõ “screening”, ìÝ÷ñé ôçí ôåëéêÞ áðüäåéîç ôçò
êëéíéêÞò äñáóôéêüôçôáò ôïõ öáñìÜêïõ, ðïõ áðáé-
ôåßôáé ãéá ôçí áîéïëüãçóç óå ìåëÝôåò öÜóçò ÉÉÉ.
Óõ÷íÜ “ôñÝ÷ïõí” ðáñÜëëçëá ðáñüìïéåò ìåëÝôåò,
ïé ïðïßåò áíáìÝíåôáé íá êáôáëÞîïõí óå áíáðáñá-
ãþãéìá áðïôåëÝóìáôá17 (Ó÷Þìá 2).

Ïé ìåëÝôåò öÜóçò ÉÉÉ Ý÷ïõí óêïðü íá êáôáäåé-
êíýïõí ôçí åðÜñêåéá ôïõ öáñìÜêïõ ÷ñçóéìïðïéþ-
íôáò êáèïñéóìÝíá óôïé÷åßá üðùò ç ïëéêÞ åðéâßù-
óç, ç óõ÷íüôçôá ßáóçò êáé Þ ðïéüôçôá æùÞò.

Ôï êýñéï óõìðÝñáóìá áðü üëåò ôéò äçìïóéåõ-
ìÝíåò ìåëÝôåò åßíáé üôé ç áíôáðüêñéóç, áðü ìüíç
ôçò, äåí ìðïñåß ðñáãìáôéêÜ íá “ðñïâëÝøåé” ôá
ïöÝëç ôçò åðéâßùóçò. ¼ìùò ç êáëÞ êëéíéêÞ áíôá-
ðüêñéóç óå ìåëÝôåò öÜóçò ÉÉ, áðïôåëåß ôï Ýíáõ-
óìá ãéá äéåíÝñãåéá ìåëåôþí öÜóçò ÉÉÉ, ïé ïðïßåò
êáèïñßæïõí ôåëéêÜ ôçí áíÜðôõîç íÝùí öáñìÜêùí
óôçí ïãêïëïãßá18.

ÔÝëïò, ïé äéáöïñÝò ðïõ ðáñáôçñïýíôáé áíÜ-
ìåóá óôéò áíôáðïêñßóåéò ðïõ êáôáãñÜöïíôáé óå
ìåëÝôåò öÜóçò ÉÉ êáé ÉÉÉ, áðïäßäïíôáé óå äéÜöïñåò
áéôßåò, üðùò ç åðéëïãÞ ôùí êñéôçñßùí ïìïéïãÝ-
íåéáò ôïõ ðëçèõóìïý êáé ç “óõììüñöùóç” óôï
èåñáðåõôéêü ðñùôüêïëëï.

ÌåëÝôåò öÜóçò É, ÉÉ êáé ÉÉÉ ìå ìç-êõôôáñïôïîéêÜ
öÜñìáêá

Ç åöáñìïãÞ ôçò ðåñéãñáöåßóáò ðáñáäïóéáêÞò
ìåèïäïëïãßáò ãéá ìåëÝôåò öÜóçò É êáé ÉÉ äåí ìðï-
ñåß áðüëõôá íá åöáñìïóèåß óôá êáéíïýñéá öÜñìá-
êá, ôá üðïéá äñïõí åîùêõôôáñéêÜ Þ Ý÷ïõí óôü÷ï
óõãêåêñéìÝíá ìüñéá ôïõ êõôôÜñïõ-óôü÷ïõ, êõñßùò
ãéáôß ç ôïîéêüôçôá êáé ç ìåßùóç ôùí äéáóôÜóåùí
ôïõ üãêïõ äåí ÷ñçóéìåýïõí óáí áðüëõôïé äåßêôåò
ãéá ôçí åðéëïãÞ ôçò äüóçò Þ ôçí åêôßìçóç ôçò
äñáóôéêüôçôáò. Åßíáé ãíùóôü üôé ïé ìç÷áíéóìïß êáé
ôá áðïôåëÝóìáôá ôçò äñÜóçò áõôþí ôùí öáñìÜ-
êùí äéáêñßíïíôáé áðü ôéò êõôôáñïôïîéêÝò ÷çìåéï-
èåñáðåßåò, ïé ïðïßåò ðñïóâÜëëïõí êõñßùò ôï DNA
Þ åìðëÝêïíôáé óôçí äéáäéêáóßá ôçò ìßôùóçò. Áíôß-
èåôá, ôá ìç-êõôôáñïóôáôéêÜ öÜñìáêá, óõ÷íÜ, áíá-
óôÝëëïõí “in vivo” ôçí ðåñáéôÝñù áíÜðôõîç, ÷ùñßò
íá ðñïêáëïýí ìåßùóç, ôùí äéáóôÜóåùí ôïõ üãêïõ.
Åðéðñüóèåôá, ç áðáéôïýìåíç óõãêÝíôñùóç ôïõ
öáñìÜêïõ ãéá ôçí áíáóôïëÞ åéäéêïý êõôôáñéêïý
óôü÷ïõ ìðïñåß íá ìçí ðñïêáëåß óçìáíôéêÞ ôïîéêü-
ôçôá19. (Ðßíáêáò 2).

Ç ìÝôñçóç ôçò êëéíéêÞò áíôáðüêñéóçò ãéá ôïí
êáèïñéóìü ôçò áíôéíåïðëáóìáôéêÞò äñÜóçò ôùí
íÝùí áíôéêáñêéíéêþí öáñìÜêùí áðáéôåß ôçí åöáñ-
ìïãÞ áõóôçñþí êñéôçñßùí, ãéá ôïõò ëüãïõò ðïõ
áíáöÝñèçêáí ðñïçãïõìÝíùò. Ðáñüëá áõôÜ, åöü-
óïí ïé óôü÷ïé ôùí ðñþéìùí êëéíéêþí ìåëåôþí

Ó÷Þìá 2. Ìåèïäïëïãßá - áíôáðüêñéóç êëéíéêþí ìåëåôþí

Áíôáðüêñéóç óôçí ÁíôéíåïðëáóìáôéêÞ Èåñáðåßá

ÅîÝëéîç ôçò Ìåèïäïëïãßáò ôùí Êëéíéêþí Ìåëåôþí

Ìåßùóç Öïñôßïõ ¼ãêïõ
(ìåñéêÞ Þ ðëÞñçò áíôáðüêñéóç)

Óôáèåñïðïßçóç Íüóïõ Áýîçóç Öïñôßïõ ¼ãêïõ

Ðñþéìåò, ÖÜóçò ÉÉ Óýã÷ñïíåò, ÖÜóçò ÉÉ ÖÜóçò ÉÉÉ

ÁíôéêåéìåíéêÞ Áíôáðüêñéóç Êëéíéêü ¼öåëïò

Åëåýèåñï ÄéÜóôçìá Íüóïõ

Óôáèåñïðïßçóç Íüóïõ
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Ðßíáêáò 2. Íåþôåñá áíôéíåïðëáóìáôéêÜ, (ìç-êõôôáñï-
ôïîéêÜ), öÜñìáêá

Áíôßèåôá ìå ôá êõôôáñïôïîéêÜ öÜñìáêá ðïõ Ý÷ïõí
óôü÷ï ôï DNA Þ ôçí ôïõìðïõëßíç, ôá ìç-êõôôáñïôïîé-
êÜ åðçñåÜæïõí:
· Ôçí ìåìâñÜíç êáé ôï êõôôáñüðëáóìá
· Ôïí êõôôáñéêü êýêëï
· Ôéò åîùêõôôÜñéåò ïõóßåò
· Ôç íÝï–áããåéïãÝíåóç
· Ôïõò áíïóïëïãéêïýò ìç÷áíéóìïýò

ðáñáìÝíïõí ïé ßäéïé êáé ìÝ÷ñé íá åêôéìçèïýí ôá
íÝá öÜñìáêá (ìå êáèïñéóìü äüóåùí êáé ó÷çìÜ-
ôùí), ôñïðïðïéÞóåéò óôïí ó÷åäéáóìü ôùí ìåëå-
ôþí äåí åßíáé, ðñïò ôï ðáñüí, áðïäåêôÝò20.

ÅíáëëáêôéêÝò ðñïôÜóåéò ãéá êëéíéêÝò äïêéìÝò
íÝùí öáñìÜêùí

ÌåëÝôåò ÖÜóçò É

Áðü ðñáêôéêÞ Üðïøç ïé ìåëÝôåò öÜóçò É ðåñé-
ëáìâÜíïõí ðïëëáðëïýò êáé óçìáíôéêïýò ôåëéêïýò
óôü÷ïõò (end points), ðïõ Ý÷ïõí áðïöáóéóôéêü
ñüëï óôçí åêôßìçóç ôçò ôïîéêüôçôáò êáé ôçò äñá-
óôéêüôçôáò ôùí ìç êõôôáñïôïîéêþí öáñìÜêùí,
þóôå íá êáèïñéóèåß ç ðñïôåéíüìåíç äüóç ðïõ
âáóßæåôáé óôïí ðñïóäéïñéóìü ôçò ìÝãéóôçò ôïîé-
êÞò äüóçò (MTD) êáé ôçò ìÝãéóôçò äüóçò ðïõ
áíáóôÝëëåé ôçí áíÜðôõîç ôïõ üãêïõ. Ç åðéëïãÞ
ôçò äüóçò âáóßæåôáé óôçí õðüèåóç üôé êáé ïé äýï
ôåëéêïß óôü÷ïé ÷ñçóéìïðïéïýí ôçí áíï÷Þ ôïõ ïñ-
ãáíéóìïý óáí êáèïñéóôéêü ðáñÜãïíôá21.

Ôá óõìðåñÜóìáôá, óõíÞèùò, åßíáé ðïëëÜ ó’ áõôü
ôï åßäïò ôùí ìåëåôþí, êáé ÷ñåéÜæåôáé ìåãÜëïò
áñéèìüò äåäïìÝíùí þóôå íá åßíáé äõíáôÞ ç åêôß-
ìçóç ôçò áíáóôïëÞò ôçò áíÜðôõîçò ôïõ üãêïõ,
óáí áðïôÝëåóìá ôçò ÷ïñÞãçóçò óõãêåêñéìÝíçò
äüóçò ôïõ öáñìÜêïõ.

ÌåëÝôåò ÖÜóçò ÉÉ

¼ðùò óçìåéþèçêå ðñïçãïýìåíá, ç áíáóôïëÞ
ôçò áýîçóçò ôïõ üãêïõ áðïôåëåß Ýíáí áðïäåêôü
ìç÷áíéóìü äñÜóçò, ôùí ìç-êõôôáñïôïîéêþí, áíôé-
íåïðëáóìáôéêþí öáñìÜêùí. Åßíáé åðïìÝíùò áíá-

ãêáßï íá åíóùìáôùèïýí, óôïõò ôåëéêïýò óôü÷ïõò
ôùí êëéíéêþí äïêéìþí, åíáëëáêôéêïß ôçò ïãêï-
ìåßùóçò ðáñÜãïíôåò, üðùò åßíáé ç “óôáèåñïðïßçóç
ôùí äéáóôÜóåùí ôïõ üãêïõ”, (óôáóéìüôçôá, SD)22-
25. (Ó÷Þìá 3).

ÅíáëëáêôéêÜ Þ êáé ôáõôü÷ñïíá, ãéá ôçí åêôß-
ìçóç ôçò äñáóôéêüôçôáò ôùí ìç-êõôôáñïóôáôé-
êþí öáñìÜêùí, èá ìðïñïýóå íá áðïôåëÝóåé ôåëé-
êü óôü÷ï ç “ç åðéâßùóç ÷ùñßò åîÝëéîç ôçò íüóïõ”
(progression-free survival). ÅðéðëÝïí, ï ó÷åäéá-
óìüò ìéáò ìåëÝôçò ðïõ ðåñéëáìâÜíåé ôïõò ðáñá-
ðÜíù óôü÷ïõò ìðïñåß íá ïëïêëçñùèåß ó’ Ýíá ìüíï
óôÜäéï, êáé ç áðïôåëåóìáôéêüôçôá ôïõ öáñìÜêïõ
íá åêôéìçèåß óõãêñéôéêÜ ìå “éóôïñéêü control” áóèå-
íþí ðïõ Ýëáâáí óõìâáôéêÞ èåñáðåßá Þ õðïóôçñé-
êôéêÞ áãùãÞ. Åßíáé åõíüçôï üìùò, üôé “óöÜëìáôá
åðéëïãÞò” áóèåíþí, ðïõ äåí ìðïñïýí íá ðñï-
âëåöèïýí óôïí ó÷åäéáóìü áõôþí ôùí ìåëåôþí,
êáé åßíáé åðéäåêôéêÜ óôáôéóôéêïý ëÜèïõò. Èåùñåß-
ôáé óõíåðþò ëïãéêü, ó’ áõôÝò ôéò êëéíéêÝò ìåëÝ-
ôåò, íá åðéëÝãåôáé õëéêü ãéá ðëçèõóìéáêÞ óýãêñé-
óç, ìüíï áðü ôï ßäéï åñåõíçôéêü êÝíôñï26-30.

Ãéá íá Ý÷ïõìå áîéüðéóôá áðïôåëÝóìáôá, åÜí ç
ìåëÝôç äåí ìðïñåß íá ðåñéïñéóèåß ó’ Ýíá êÝíôñï,
ðñïôåßíåôáé ïé ßäéïé áóèåíåßò ôçò ìåëÝôçò íá Ý÷ïõí
êáé ôïí ñüëï ôïõ óõãêñéôéêïý ðëçèõóìïý (con-
trols). ÁõôÝò ïé ìåëÝôåò ðñïûðïèÝôïõí ôõ÷áßá
êáôáíïìÞ ôùí áóèåíþí ðïõ, óôç äéÜñêåéá ôçò
èåñáðåßáò, óôáèåñïðïéïýí ôç íüóï ôïõò -SD, óå
åêåßíïõò ðïõ óõíå÷ßæïõí íá ëáìâÜíïõí èåñáðåßá
êáé óå åêåßíïõò ðïõ ôç äéáêüðôïõí, ìå åêôßìçóç
ôçò áíôáðüêñéóçò óõãêñéôéêÜ óôéò äõï ïìÜäåò.
(Ó÷Þìá 4).

ÏñéóìÝíïé åñåõíçôÝò ðñïôåßíïõí “ðïëõþíõ-
ìïõò” (multinomial) êáíüíåò äéáêïðÞò ôçò èåñá-
ðåßáò, óå ìåëÝôåò öÜóçò ÉÉ ðïõ áîéïëïãïýí ôçí
áðïôåëåóìáôéêüôçôá ôùí ìç-êõôôáñïôïîéêþí öáñ-
ìÜêùí. Ïé êáíüíåò áõôïß Ý÷ïõí åéäéêÞ óçìáóßá
ãéá öÜñìáêá ðïõ ðñïêáëïýí óôaóéìüôçôá -SD,
ôïõ üãêïõ ðáñÜ ìåßùóç ôùí äéáóôÜóåþí ôïõ. Ï
“áðáãïñåõôéêüò êáíüíáò”, ó´ áõôüí ôïí ôýðï êëé-
íéêÞò äïêéìÞò, åìðåñéÝ÷åé ìÝôñçóç ðïóïóôþí
áíôéêåéìåíéêÞò áíôáðüêñéóçò êáé ðñþéìçò åîÝëé-
îçò, ìå ó÷Ýäéï ìåëÝôçò ðïõ ðåñéëáìâÜíåé äõï
óôÜäéá åêôÝëåóçò ôçò ìåëÝôçò. ×ñçóéìïðïéþíôáò
“ìçäåíéêÝò” –(null) êáé “åíáëëáóóüìåíåò” –(alter-

×çìåéïèåñáðåßá

ÉóôïñéêÜ “Controls”

? Óôáèåñïðïßçóç

Íüóïõ

Ðñüïäïò Íüóïõ

Ó÷Þìá 3. Óôáèåñïðïßçóç ôçò íüóïõ óå ìåëÝôåò öÜóçò ÉÉ
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Ó÷Þìá 4. Óôáèåñïðïßçóç ôçò íüóïõ óå ôõ÷áßáò êáôáíïìÞò ìåëÝôåò & ó÷Ýäéï äéáêïðÞò ôõ÷áéïðïéçìÝíçò ìåëÝôçò
Ôï íÝï öÜñìáêï èåùñåßôáé “õðïó÷üìåíï” ìå âÜóç ôçí áíáëïãßá ôùí áóèåíþí ðïõ óõíå÷ßæïõí ôï öÜñìáêï êáé
äéáôçñïýí óôáèåñÞ ôç íüóï ôïõò óõãêñéôéêÜ ìå ôïõò áóèåíåßò ðïõ âñßóêïíôáé óå Placebo.

Óôáóéìüôçôá Íüóïõ ( äéÜóôçìá 3 ìçíþí)

Ðñüïäïò Íüóïõ  óå äéÜóôçìá >3 ìçíþí -> äéáêïðÞ

Óõíå÷ßæåé

Placebo

nate) õðïèÝóåéò êáé ãéá ôéò äýï ðáñáìÝôñïõò, ïé
áðïöÜóåéò, ðïõ áöïñïýí ôçí ðñüùñç äéáêïðÞ Þ
ôç óõíÝ÷éóç ôçò ìåëÝôçò óôï 2ï óôÜäéï, ìðïñåß
íá âáóéóèïýí óå ðïéêßëïõò óõíäõáóìïýò áíôáðü-
êñéóçò Þ óôçí ðñüïäï ôçò íüóïõ, ðïõ äéáðéóôþ-
èçêå óôïí ðëçèõóìü ôùí áóèåíþí ðïõ åëÝã÷èç-
êáí óôï 1ï óôÜäéï ôçò ìåëÝôçò. Ï ó÷åäéáóìüò
ìéáò ìåëÝôçò ìå ôïõò ðáñáðÜíù êáíüíåò åßíáé
ðéï áóöáëÞò áðü ôïõò êáíüíåò äéáêïðÞò (stop-
ping rules) ôùí Fleming Þ Gehan, êáé ðñïôåßíåôáé
ùò, óõãêñéôéêÜ, ðéï ïéêïíïìéêÞ ìÝèïäïò äéáêïðÞò
ôçò ìåëÝôçò óå ðñþéìï óôÜäéï, ëüãù ôçò ìç
äñáóôéêüôçôáò ôùí öáñìÜêùí31.

Óôá ðëåïíåêôÞìáôá ôùí “ðïëõþíõìùí” (mult-
inomial) êáíüíùí äéáêïðÞò ðåñéëáìâÜíïíôáé ç åëá-
÷éóôïðïßçóç ôçò Ýêèåóçò ôùí áóèåíþí óå ìç äñá-
óôéêÜ öÜñìáêá êáèþò êáé ç ìåßùóç ôçò ðéèáíü-
ôçôáò ãéá åóðåõóìÝíç áðüññéøç äñáóôéêïý öáñ-
ìÜêïõ, (åðåéäÞ ç ìç-ðñüïäïò ôçò íüóïõ -“óôáóé-
ìüôçôá”- áðïôåëåß óôïé÷åßï ôçò áðïôåëåóìáôéêÞò
äñÜóçò áõôþí ôùí öáñìÜêùí). ÁõôÞ ç ðñïóÝããé-
óç Ý÷åé åêôéìçèåß áíáäñïìéêÜ êáé óå óåéñÝò êõô-
ôáñïôïîéêþí öáñìÜêùí, ðïõ óõíÞèùò ðñïêáëïýí
ìåßùóç ôùí äéáóôÜóåùí ôïõ üãêïõ32-35.

Ãéá ôá ìç êõôôáñïôïîéêÜ öÜñìáêá èá ðñÝðåé
íá èåùñçèåß üôé ç ðñüïäïò ôçò íüóïõ óôï 1ï
óôÜäéï ôçò ìåëÝôçò, ìðïñåß íá ïäçãÞóåé êáé óå
ðñþéìá óõìðåñÜóìáôá ðïõ áöïñïýí ôçí äñáóôé-
êüôçôá. Ôá öÜñìáêá áõôÜ áíáóôÝëëïíôáò ôçí
áýîçóç ôïõ üãêïõ áíáìÝíåôáé, êáôÜ óõíÝðåéá, íá
ìåéþóïõí êáé ôçí óõ÷íüôçôá ôùí áóèåíþí ìå
åîÝëéîç ôçò íüóïõ. Áí ô’ áðïôåëÝóìáôá äåß÷íïõí
ôï áíôßèåôï, ôüôå ç ðéèáíüôçôá íá åßíáé áðïôåëå-
óìáôéêü ôï íÝï öÜñìáêï åßíáé ìéêñÞ, êáé êÜôù
áðü áõôÝò ôéò óõíèÞêåò ç ðñüùñç äéáêïðÞ èåù-
ñåßôáé áíáãêáßá. Äõóôõ÷þò üìùò, ðïëëïß ëßãïé
åñåõíçôÝò ìÝ÷ñé ôþñá ðñïóÝããéóáí ì’ áõôü ôïí
ôñüðï ôï ó÷åäéáóìü ôùí êëéíéêþí äïêéìþí, êáé
äåí õðÜñ÷ïõí ðïëëÜ äåäïìÝíá óôç âéâëéïãñáößá
ðïõ íá õðïóôçñßæïõí ôçí áîßá ôçò.

ÌåëÝôåò öÜóçò ÉÉÉ

Ç äéáäéêáóßá ôçò ðáñáäïóéáêÞò áëëçëïõ÷ßáò

äïêéìÞò öáñìÜêùí ìå ìåëÝôåò öÜóçò É, óôçí
óõíÝ÷åéá öÜóçò ÉÉ êáé ìåôÜ öÜóçò ÉÉÉ, ìðïñåß êáé
íá ìçí åßíáé áðáñáßôçôç ãéá ôá ìç-êõôôáñïôïîéêÜ
öÜñìáêá. Ç óôñáôçãéêÞ ìåôáðÞäçóçò áðü ôçí
öÜóç É áìÝóùò óôçí öÜóç ÉÉÉ ìðïñåß íá äéêáéïëï-
ãçèåß åÜí õðÜñ÷åé âåâáéùìÝíç ðñþéìç êëéíéêÞ
áðüäåéîç ôçò äñáóôéêüôçôáò ôïõ öáñìÜêïõ. Ïé
êáíüíåò ãéá ðñüùñç äéáêïðÞ Þ óõíÝ÷éóç ôçò
ìåëÝôçò, ðïõ âáóßæïíôáé óôçí Ýëëåéøç áðïôåëÝ-
óìáôïò äñÜóçò ôïõ öáñìÜêïõ, ó÷åäéÜæïíôáé ãéá
åöáñìïãÞ óôç öÜóç ÉÉÉ, (÷ùñßò íá õðïëïãßæïíôáé
ôá äåäïìÝíá ôçò öÜóçò ÉÉ)5.

Ãéá íá ìåôáðçäÞóåé ìéá ìåëÝôç öÜóçò É óå ÉÉÉ,
åßíáé áðáñáßôçôï íá èåóðéóôïýí êáíüíåò “åíäéÜ-
ìåóçò” –(interim) äéáêïðÞò, ãéá íá õðÜñ÷åé äõíá-
ôüôçôá íá óôáìáôÞóåé ç ìåëÝôç åÜí ôï åñåõíçôé-
êü óêÝëïò äåí ðáñïõóéÜæåé éêáíïðïéçôéêÜ áðïôå-
ëÝóìáôá.

Åðßóçò, õðü ïñéóìÝíåò ðñïûðïèÝóåéò, ïé ôõ-
÷áéïðïéçìÝíåò ìåëÝôåò öÜóçò ÉÉ ìðïñåß íá ìåôá-
ðçäÞóïõí Üìåóá óå ìåëÝôåò öÜóçò ÉÉÉ. Ôá êñéôÞ-
ñéá üìùò áõôÜ ðñÝðåé íá êáèïñßæïíôáé áðü ôï
áñ÷éêü ðñùôüêïëëï öÜóçò ÉÉ. Ç ìåôáðÞäçóç ìéáò
ìåëÝôçò öÜóçò É óå III åßíáé äéáöïñåôéêÞ áðü ôçí
åðÝêôáóç ìéáò ôõ÷áéïðïéçìÝíçò ìåëÝôçò öÜóçò ÉÉ
óå öÜóç ÉÉÉ. Êáé óôéò äõï, üìùò, ðåñéðôþóåéò õðÜñ-
÷åé ìéá ðñþéìç áíáóêüðçóç ôùí óôïé÷åßùí ôïõ
áóèåíïýò êáé ç áðüöáóç ðñþéìçò äéáêïðÞò Þ
ìåôáðÞäçóçò / åðÝêôáóçò ôçò ìåëÝôçò, ðñÝðåé
íá ëáìâÜíåôáé ìå âÜóç ðñïêáèïñéóìÝíïõò êáíü-
íåò ðïõ ðåñéëáìâÜíïíôáé óôï ó÷åäéáóìü ôçò ìå-
ëÝôçò. (Ó÷Þìá 5).

ÔåëéêÜ, ðáñÜ ôá õðïó÷üìåíá ðñïêëéíéêÜ êáé
ðñþéìá êëéíéêÜ óôïé÷åßá, ï êáèïñéóìüò ôçò áðï-
ôåëåóìáôéêüôçôáò åíüò öáñìÜêïõ áðáéôåß áîéï-
ëüãçóç ìå ôç ÷ñÞóç, êëáóóéêïý ó÷åäéáóìïý, ìå-
ëÝôçò öÜóçò ÉÉÉ.

ÓõìðåñÜóìáôá

Ç êëéíéêÞ áíÜðôõîç ôùí íÝùí ìç-êõôôáñïôï-
îéêþí öáñìÜêùí áðáéôåß êñéôéêÞ åîÝôáóç ôùí
õðáñêôþí-äïêéìáóìÝíùí ìïíôÝëùí ó÷åäéáóìïý
ìåëåôþí öÜóåùí É, ÉÉ, êáé ÉÉÉ. Ï åñåõíçôÞò ðñÝðåé

¸íáñîç èåñáðåßáò
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ÌåëÝôç öÜóçò É ( Ìïíïèåñáðåßá)

Áêïëïõèåß Óõíäõáóìüò öáñìÜêùí Þ Ìïíïèåñáðåßáò

ÖÜóç É: ×çìåéïèåñáðåßá + Ìç-Êõôôáñïôïîéêü
ÌåëÝôåò ÖÜóçò ÉÉ

ÌåëÝôåò ÖÜóçò ÉÉÉ

Ìç-êõôôáñïôïîéêü Ýíáíôé Placebo

Þ Ýíáíôé êëáóóéêÞò èåñáðåßáò

ÌåëÝôåò ÖÜóçò ÉÉÉ
×çìåéïèåñáðåßá + Ìç–êõôôáñïôïîéêü

Ó÷Þìá 5. ÌåëÝôåò öÜóçò É, ÉÉ,& ÉÉÉ, ìå ìç-êõôôáñïôïîéêÜ öÜñìáêá

ðñïóåêôéêÜ íá äéåñåõíÞóåé üëåò ôéò ðáñáìÝôñïõò
ðïõ ðåñéëáìâÜíåé ç êëéíéêÞ äïêéìÞ óôéò ïðïßåò
ðåñéëáìâÜíïíôáé ôá êñéôÞñéá åðéëïãÞò ôçò äü-
óçò, ïé ìåèüäïé êáèïñéóìïý / åðéâåâáßùóçò ôçò
äñáóôéêüôçôáò ôïõ öáñìÜêïõ êáé ï Ýëåã÷ïò áîéï-
ðéóôßáò ôùí íÝùí ôå÷íïëïãéþí êáé åñãáóôçñéá-
êþí ìåèüäùí. Ôñïðïðïßçóç, áëëÜ, öõóéêÜ, ü÷é
åãêáôÜëåéøç ôùí ðáñáäïóéáêþí ìåèüäùí ôùí
êëéíéêþí ìåëåôþí, áðïôåëåß ìéá ïñèïëïãéêÞ ðñï-
óÝããéóç óôçí êáéíïýñãéá ðñáãìáôéêüôçôá. Ïé áë-
ëáãÝò óôçí ìåèïäïëïãßá áíáðôý÷èçêáí ãéá í’
áîéïëïãÞóïõí ôçí êëéíéêÞ áíôáðüêñéóç, ç ïðïßá
åîáñôÜôáé öõóéêÜ áðü ôçí ðñüïäï ôçò ôå÷íïëï-
ãßáò, áëëÜ åðçñåÜæåôáé êáé áðü ôá íÝá áíôéêáñêé-
íéêÜ öÜñìáêá ôá ïðïßá äåí åßíáé êõôôáñïôïîéêÜ,
áëëÜ áíáóôÝëëïõí ôçí áíÜðôõîç ôïõ êáñêßíïõ.
Áõôïß ïé íÝïé ðáñÜãïíôåò ìðïñåß íá ìçí åðéöÝ-
ñïõí ôá÷åßá ìåßùóç ôïõ üãêïõ (ìåôñÞóéìç áíôá-
ðüêñéóç), áëëÜ, óõ÷íÜ, óôáèåñïðïéïýí ôçí íüóï
Þ ìåéþíïõí ôïí ñõèìü áíÜðôõîçò ôïõ üãêïõ. Ãé’
áõôÜ ôá öÜñìáêá, ðñÝðåé íá äïèåß ðåñéóóüôåñç
ðñïóï÷Þ óôçí ðáñÜìåôñï ôçò óôáèåñïðïßçóçò
ôçò íüóïõ óôç äéÜñêåéá ôïõ ÷ñüíïõ, ðáñÜ óôçí
êëéíéêÞ áíôáðüêñéóç ðïõ åîáñôÜôáé áðü ôçí óõñ-
ñßêíùóç ôïõ üãêïõ36 (Ðßíáêáò 3).

Ôá äåäïìÝíá áðü ðñþéìåò êëéíéêÝò äïêéìÝò
ìç-êõôôáñïôïîéêþí öáñìÜêùí âñßóêïíôáé óå öÜóç
áîéïëüãçóçò êáé áíáìÝíåôáé íá ñßîïõí öùò óå
áéóéüäïîá ó÷Ýäéá, ìå ôåëéêü óôü÷ï ôçí åðéëïãÞ
áõôþí ôùí ìåèüäùí ôïõ åëÝã÷ïõ ôùí öáñìÜêùí
óôçí åðüìåíç äåêáåôßá. Ô’ áðïôåëÝóìáôá ôçò

Ðßíáêáò 3. ÏìÜäåò ìç-êõôôáñïôïîéêþí öáñìÜêùí

· EGFR áíáóôïëåßò: OSI-774, ZD1839, trastuzumab
· Áíáóôïëåßò ôçò êéíÜóçò ôçò ôõñïóßíçò: STI-571
· MMPIs: BAY 12-9566, BB2516
· Áíáóôïëåßò ôçò áããåéïãÝíåóçò: SU-5416, rhuMAB

VEGF

óôáèåñïðïßçóçò ôçò íüóïõ ðïõ åðéôõã÷Üíïõí ôá
íÝá êõôôáñïôïîéêÜ áëëÜ êáé, êõñßùò, ôá ìç-êõô-
ôáñïôïîéêÜ öÜñìáêá ìüëéò Ý÷ïõí áñ÷ßóåé íá ãß-
íïíôáé ïñáôÜ. ¹äç ï Brenner (Lancet 2002), ðå-
ñéãñÜöåé, áíáëýïíôáò ôá äåäïìÝíá ìå ôç íÝá
ìÝèïäï ôçò ðåñéüäïõ (period analysis), ôçí åðé-
ìÞêõíóç ôçò 15åôïýò åðéâßùóçò óôïí ðëçèõóìü
ôùí áóèåíþí ìå íåïðëáóìáôéêÜ íïóÞìáôá37 (Ðß-
íáêáò 4).

ÔåëéêÜ ðëçóéÜæåé ï êáéñüò ãéá ñéæéêÝò áëëáãÝò
óôç ìåèïäïëïãßá ôçò Ýñåõíáò ìå ôçí ÷ñÞóç ôçò
ðëåéÜäáò ôùí íÝùí öáñìÜêùí, êáé ïé íÝïé óôü÷ïé
ðñÝðåé íá êáèïñéóèïýí áðü ôþñá óôá óýã÷ñïíá
åñåõíçôéêÜ ðñùôüêïëëá.

Ðßíáêáò 4. Ðñüâëåøç 15åôïýò åðéâßùóçò (%) áóèåíþí
ìå ôç ìÝèïäï Brenner (áíÜëõóç ðåñéüäïõ)

Íåïðëáóôéêü ÓõìâáôéêÞ ÁíÜëõóç
Íüóçìá ÌÝèïäïò Ðåñéüäïõ

Êáñêßíïò ìáóôïý 58% 71%
Êáñêßíïò üñ÷åïò 86% 91%
Êáñêßíïò ùïèçêþí 49% 55%
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ABSTRACT

Y. VARTHALITIS, K. PALLA: Criteria of response to chemotherapy: The benefit of
disease stabilization

The clinical response to treatment is an important indicator of the therapeutic effect of
anticancer agents, in combination with other indicators. Its value as a surrogate factor of a
survival benefit remains unclear, in most instances. Response evaluation is conducted on the
basis of strict predefined criteria. The most commonly used set of criteria have been the WHO
criteria. In 2000, the RECIST criteria, based on unidimensional measurement of tumor lesions,
were published and are now commonly used in place of the WHO criteria. The RECIST criteria
offer a detailed guidance to perform a response evaluation. The clinical development of non-
cytotoxic targeted therapy requires a critical examination of existing models of phase I, II and
III study design. The traditional paradigm of dose selection based on maximum tolerable toxicity
and screening for efficacy, based on tumour shrinkage, may not apply to new agents that target
the extra-cellular environment or cell signaling molecules. With the development of new anti-
cancer agents that behave differently to cytotoxics, clinical benefit will have to integrate
concepts of disease stabilization or time to progression. Since the goals of phase I, II and III
studies remain the same regardless of the agent being evaluated modifications, but not aban-
donment, of traditional trial designs may be the most rational approach to this new challenge.
Key-wards: disease stabilization, cancer chemotherapy, non-cytotoxic agents. Forum of Clin-
ical Oncology 1 (4):232-241, 2002.

8. Glimelius B, Hoffman K, Graf W, et al. Pour le
Nordic Gastrointestinal Tumor Adjuvant Therapy
Group. Quality of life during chemotherapy in
patients with symptomatic advanced colorectal
cancer. Cancer 1994; 73: 556-62.

9. Launois BH,  Becouarn Y,  Aussage P. Bénéfices
cliniques de la stabilisation tumorale lors d’une
chimiothérapie de deuxième ligne dans le can-
cer colorectal métastatique. Bulletin du Cancer,
1999 ; 86: 195-201.

10. Gallardo JO, Rubio B, Fodor M, et al. A phase II
study of gemcitabine in gallbladder carcinoma.
Ann Oncol 2001; 12: 1403-1406.

11. Gil-Delgado MA, Guinet F, Castaing D, et al. Pro-
spective phase II trial of irinotecan, 5-fluorou-
racil, and leucovorin in combination as salvage
therapy for advanced colorectal cancer. Am J
Clin Oncol, 2001; 24: 101-105.

12. Louvet C, Andre T, Lledo G, et al. Gemcitabine
combined with oxaliplatin in advanced pancreat-
ic adenocarcinoma: final results of a GERCOR
multicenter phase II study. J Clin Oncol 2002;
20: 1512-1518.

13. Petrou S, Campbell N. Stabilisation in colorectal
cancer. Int J Palliative Nursing 1997; 3: 275-280.

14. Tonkin k. Tritchler D, Tannock I. Criteria of tumor
response used in clinical trials of chemotherapy.

Óçìåßùóç: Ïé óõããñáöåßò èåùñïýí õðï÷ñÝùóÞ ôïõò íá åõ÷áñéóôÞóïõí ôçí ê. Âßâéáí ÁõãïõëÜ ðïõ åðéìåëÞèçêå
ôçí åðåîåñãáóßá ôïõ êåéìÝíïõ, ôùí ðéíÜêùí êáé ôùí ó÷çìÜôùí ôïõ ðáñüíôïò Üñèñïõ.

ÂÉÂËÉÏÃÑÁÖÉÁ

1. Zubrod CG, Schneiderman SM, Frei E, et al.
Appraisal of methods for the study of chemo-
therapy of cancer in man: comparative thera-
peutic trial of nitrogen mustard and thiophos-
phamide. J Chronic Dis 1960; 11:7-33.

2. Pazdur R. Response rates, survival, and chemo-
therapy trials. J Natl Cancer Inst 2000; 92: 1552-
1553.

3. Miller AB, Hogestraeten B, Staquet M, et all.
Reporting results of cancer treatment. Cancer
1981; 47:207-214.

4. Rowinsky EK. The pursuit of optimal outcomes
in cancer therapy in a new age of rationally
designed target – based anticancer agents. Drugs
2000; 60 (Suppl. 1): 1-14.

5. Therasse P. Measuring the clinical response what
does it mean? Eur. J. Cancer 2002; 38: 1817-
1823.

6. Cheson BD, Horning SJ, Coiffier B, et al. Report
of an international workshop to standardize re-
sponse criteria for non-Hodgkin’s lymphomas. J
Clin Oncol 1999; 17: 1244- 1253.

7. James K, Eisanhauer E, Christian M, et al. Mea-
suring response in solid tumors: unidimensional
versus bidimensional measurement. J Natl Can-
cer Inst 1999; 91: 523- 528.



ÊñéôÞñéá áíôáðüêñéóçò óôçí áíôéíåïðëáóìáôéêÞ èåñáðåßá: Ç óçìáóßá ôçò óôáèåñïðïßçóçò ôçò íüóïõ —————————— 241

J Clin Oncol 1985; 3: 870-875.
15. Warr D, McKinney S, Tannock I. Influence of

measurement error on assessment of response
to anticancer chemotherapy: proposal for new
criteria of tumor response. J Clin Oncol 1984;
2: 1040-1046.

16.  Thiesse Ph. Ollivier L, Di Stefano–Louineau D,
et al. Response rate accuracy in oncology tri-
als: reasons for interobserver variability. J Clin
Oncol 1997; 15: 3507-3514.

17. Kramar A, Potvin D, Hill C. Multistage Designs
for phase II clinical trials: statistical issues in
cancer research. Br J Cancer 1996,74, 1317-
1320.

18. Buyse M, Thirion P, Carlson RW, et al. Relation
between tumor response to first line chemo-
therapy and survival in advanced colorectal can-
cer: a meta-analysis. Lancet 2000, 356, 373-
378.

19. Stadler WM, Ratain MJ. Development of target
– based antineoplastic agents. Invest New Drugs
2000; 18: 7-16.

20. Therasse P, Arbuck SG, Eisenhauer EA et al.
New guidelines to evaluate the response to treat-
ment in solid tumors. J Natl Cancer Inst 2000;
92: 205 – 216.

21. Vanhoefer U, Harstrick A, Achterrath W, et al.
Irinotecan in the treatment of colorectal cancer:
Clinical Overview. Journal of Clinical Oncology,
2001; 19: 1501-1518.

22. Aparicio A, Chamberlain MC. Neoplastic menin-
gitis. Curr Neurol Neurosci Rep 2002; 2: 225-
235.

23. Bleiberg H, de Gramont A. Oxaliplatine plus 5-
fluorouracil : clinical experience in patients with
advanced colorectal cancer. Seminars in Oncol-
ogy 1998 ; 25 (suppl. 5) : 32-39.

24. Breidenbach M, Rein DT, Mallmann P, et al. Indi-
vidualized long-term chemotherapy for recurrent
ovarian cancer after failing high-dose treatment.
Anticancer Drugs 2002; 13: 173-176.

25. Cascinu S, Catalano V, Giordani P, et al. Gas-
trointestinal cancer refractory to chemotherapy:
a role for octreotide? Chemotherapy 2001; 47
(Suppl 2): 127-133.

26.  Cunningham D, Maroun J, Vanhoefer U, et al.
Optimizing the use of irinotecan in colorectal
cancer. The Oncologist, 2001; 6, (Suppl 4): 17-
23.

27.  Cunningham D, Pyrhonen S, James RD, et al.

Randomised trial of irinotecan plus supportive
care versus supportive care alone after fluorou-
racil failure for patients with metastatic colorec-
tal cancer. Lancet 1998; 352 (9138): 1413-1418.

28. Ettinger DS. Is There a Preferred Combination
Chemotherapy Regimen for Metastastic Non-
Small Cell Lung Cancer? The Oncologist, 2002;
7: 226-233.

29. Greco FA, Gray JR Jr, Thompson DS, et al. Pro-
spective randomized study of four novel chemo-
therapy regimens in patients with advanced non-
small cell lung carcinoma. Cancer 2002; 95:1279-
1285.

30.  Lavrenkov K, Man S, Mermershtain W, et al.
Retrospective comparison of single-agent che-
motherapy with weekly 5-fluorouracil or weekly
irinotecan in previously treated patients with
metastatic colorectal cancer. J Chemother 2002;
14: 84-87.

31. Dent S, Zee B, Dancey J, et al. Application of
new multinomial phase II stopping rule using
response and early progression. J Clin Oncol
2001; 19: 785-791.

32. Nordic Gastrointestinal Tumor Adjuvant Therapy
Group. Expectancy of primary chemotherapy in
patients with advanced asymptomatic colorec-
tal cancer : a randomized trial. J Clin Oncol
1992; 10: 904-911.

33. Roberts TG Jr, Lynch TJ Jr, Chabner BA. Choos-
ing chemotherapy for lung cancer based on cost:
not yet. Oncologist 2002; 7: 177-178.

34. Scheithauer W, Rosen H, Kornek GV, et all. Ran-
domized comparison of combination chemother-
apy plus supportive care alone in patients with
metastatic colorectal cancer. Br Med J 1993;
306: 752-755.

35. Van Cutsem E, Cunningham D, Ten Bokkel Huinink
WW, et all. Clinical activity and benefit of irino-
tecan (CPT-11) in patients with colorectal can-
cer truly resistant to 5-fluorouracil (5-FU). Eur J
Cancer 1999; 35: 54-59.

36. Hirte H, Goel R, Major P, et al. A phase I dose
escalation study of the matrix metalloprotein-
ase inhibitor BAY 12-9566 administered orally
in patients with advanced solid tumors. Ann Oncol
2000; 11:1579-1584.

37. Brenner H. Long-term survival rates of cancer
patients achieved by the end of the 20th Centu-
ry: a period analysis. Lancet 2002; 360 (9340)
: 1131-1135.



242 —————————————————— ÂÇÌÁ KËÉÍÉÊÇÓ OÃÊÏËÏÃÉÁÓ Ôüìïò 1, Ôåý÷ïò 4, Ïêôþâñéïò - ÄåêÝìâñéïò 2002

ÐÁÑÏÕÓÉÁÓÇ ÐÅÑÉÓÔÁÔÉÊÙÍ

Óôï÷åõôéêÞ èåñáðåßá ìå imatinib (Glivec):

Áíáíôéóôïé÷ßá êëéíéêïý ïöÝëïõò êáé áíôéêåéìåíéêÞò

áíôáðüêñéóçò äýï áóèåíþí ìå ìåôáóôáôéêü

ãáóôñåíôåñéêü óôñùìáôéêü üãêï (GIST)

Ó. Ôóïýóçò1, Ö. Ïéêïíïìßäïõ2, Å. ÂïõñëéùôÜêç3

ÐÅÑIËÇØÇ
Ïé ãáóôñåíôåñéêïß óôñùìáôéêïß üãêïé(GIST) óõíéóôïýí êëéíéêÞ ïíôüôçôá, ìå ðáèïãåíåôéêü
åðßêåíôñï ôç ìåôÜëëáîç ôïõ c-kit ðñùôï-ïãêïãïíéäßïõ, ç Ýêöñáóç ôïõ ïðïßïõ áíé÷íåýåôáé óôá
íåïðëáóìáôéêÜ êõôôÜñá, áíïóïúóôï÷çìéêÜ. Ï áðïêëåéóìüò ôïõ õðïäï÷Ýá c-kit ìå ôï imatinib-
(Glivec) åßíáé ìéá áóöáëÞò óôï÷åõôéêÞ èåñáðåßá áíáóôïëÞò ôçò åíäïêõôôÜñéáò ìåôáöïñÜò ôïõ
óÞìáôïò, ôá÷Ýùò êáé óå óçìáíôéêü ðïóïóôü áðïôåëåóìáôéêÞ. Äýï Üññåíåò, 59 êáé 54 åôþí, ìå
ìåôáóôÜóåéò áðü GISTóôï Þðáñ, èåñáðåýôçêáí ìå imatinib, ÑÏ, 400mg/çìÝñá. ÊáôÜ ôç Ýíáñ-
îç ôçò èåñáðåßáò, ï ðñþôïò Þôáí âáñÝùò ðÜó÷ùí, éêôåñéêüò êáé êáôÜêïéôïò, ëüãù ìáæéêÞò
çðáôéêÞò ðñïóâïëÞò, áëëÜ ôá÷Ýùò Ýãéíå ðåñéðáôçôéêüò êáé åíôüò 4ìÞíïõ áðïêáôÝóôçóå ôçí
çðáôéêÞ ôïõ âéï÷çìåßá. ÌåôÜ 15ìçíç èåñáðåßá, ðáñáìÝíåé óå éêáíïðïéçôéêÞ õðïêåéìåíéêÞ
áíôáðüêñéóç. Ï äåýôåñïò Þôáí êáé ðáñáìÝíåé áóõìðôùìáôéêüò, êáôÜ ôçí 9ìçíç ðåñßïäï ôçò
èåñáðåßáò. ÌÝ÷ñé ôþñá, êáé ïé äýï ðáñïõóßáóáí åëáöñü ïßäçìá ôùí âëåöÜñùí êáé ôïõ
ðñïóþðïõ, êáé ï Ýíáò ãõíáéêïìáóôßá, ùò ðáñåíÝñãåéá ôïõ imatinib. Óôï CT, ïé áñ÷éêÝò çðáôé-
êÝò äéçèÞóåéò ìåôáâëÞèçêáí óå êõóôåïåéäåßò áëëïéþóåéò êáé ìßêñõíáí ≤ 25%, äéêáéïëïãüíôáò
“åëÜ÷éóôç” áíôáðüêñéóç, äõóáíÜëïãç ðñïò ôï óçìáíôéêü êëéíéêü üöåëïò êáé ôùí äýï áóèå-
íþí.  Ïé éäéüôçôåò ôçò íÝáò áõôÞò èåñáðåßåò õðáãïñåýïõí ôçí áíáèåþñçóç ôçò óçìáóßáò
ôçò áíôáðüêñéóçò ôçò íüóïõ, üðùò áõôÞ åêôéìÜôáé ìå ìåôñéêÜ ìÝóá. ËÝîåéò åõñåôçñßïõ:
Ãáóôñåíôåñéêïß óôñùìáôéêïß üãêïé, çðáôéêÝò ìåôáóôÜóåéò, imatinib, êëéíéêü üöåëïò, áíôéêåéìå-
íéêÞ áíôáðüêñéóç.  ÂÞìá ÊëéíéêÞò Ïãêïëïãßáò 2002, 1 (4):242-247.

1Ðáèïëüãïò Ïãêïëüãïò, ä/íôÞò, 2ÁðïóðáóìÝíç éáôñüò
ðåñéö. Éáôñåßïõ, 3Åéäéêåõüìåíç óôçí Ðáèïëïãßá,
Ïãêïëïãéêü ÔìÞìá, “ÂåíéæÝëåéï-ÐáíÜíåéï” Ã. Í., ÇñÜ-
êëåéï ÊñÞôçò. Ë. Êíùóïý, ôô 71 409, Ôçë. êáé fax:
2810 36 80 53, e-mail: tsoussis@hygeianet.gr

ÅéóáãùãÞ

Ïé ãáóôñåíôåñéêïß óôñùìáôéêïß üãêïé (Gastro-
intestinal Stromal Tumours-GIST) óõíéóôïýí íï-

óïëïãéêÞ ïíôüôçôá, ìå êåíôñéêü ðáèïãåíåôéêü
óçìåßï ôç ìåôÜëëÜîç ôïõ c-kit ðñùôï-ïãêïãïíß-
äéïõ ôùí óôñùìáôéêþí êõôôÜñùí1. Ôï ïãêïãïíß-
äéï áõôü åêöñÜæåé ôïí ïìþíõìï (c-kit) õðïäï÷Ýá
åíüò áõîçôéêïý ðáñÜãïíôá, êáé áíé÷íåýåôáé áíï-
óïúóôï÷çìéêÜ, ìå ôï ìïíïêëùíéêü áíôßóùìá
CD1172. Ïé GIST áðáíôïýí óôç ìÝóç êáé ìåãÜëç
çëéêßá, êáé ôùí äýï öýëùí, åíôïðßæïíôáé óôï óôü-
ìá÷ï, óôï ëåðôü Ýíôåñï êáé óðÜíéá óôï ïñèü, êáé
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åêäçëþíïíôáé óõíÞèùò ìå ðüíï, áéìïññáãßá, áðü-
öñáîç Þ äéÜôñçóç. Èåùñïýíôáé êáêïÞèåéò, ìå
ðïéêßëç åðéèåôéêüôçôá. ÓõíÞèùò, åßíáé ÷åéñïõñ-
ãÞóéìïé, áëëÜ õðïôñïðéÜæïõí êáé ìåèßóôáíôáé, êýñéá
óôï Þðáñ3, êáé åßíáé ÷çìåéïáíèåêôéêïß. Åðß ìåôá-
óôáôéêÞò íüóïõ, óôü÷ïé ôçò óõóôçìáôéêÞò èåñá-
ðåßáò åßíáé ç óôáèåñÞ åîáóöÜëéóç êáëÞò ðïéüôç-
ôáò æùÞò, ìÝóù ôïõ åëÝã÷ïõ ôçò íüóïõ êáé ôùí
ðáñåíåñãåéþí ôùí öáñìÜêùí êáé ç ðáñÜôáóç ôçò
åðéâßùóçò. Äõíáôüôçôá åëÝã÷ïõ ôùí GIST ðáñÝ-
÷åé ï áíáóôïëÝáò ôïõ c-kit, ðáñáãþãï ôçò öáéíõ-
ëáìéíï-ðõñéìéäßíçò, ðïõ öÝñåôáé ùò imatinib me-
sylate(Glivec, ôçò åôáéñßáò Novartis, Basel, Swit-
zerland)4,5,6,7 êáé ÷ïñçãåßôáé ÑÏ, óå äüóç 400-
1000 mg/çìÝñá, óõíå÷þò. Ðñüêåéôáé ãéá ôïí ðñþôï
óõíèåôéêü áíáóôïëÝá ôçò åíäïêõôôÜñéáò ìåôáöï-
ñÜò óÞìáôïò(signal transduction). Ç äñÜóç ôïõ
Ý÷åé áîéïëïãçèåß óå åðßðåäï üãêïõ(áíôáðüêñéóç)
êáé áóèåíïýò(Ýëåã÷ïò óõìðôùìÜôùí-êáëÞ áíï÷Þ).
Óå åðßðåäï üãêïõ, ç áíÜó÷åóç ôçò áíÜðôõîÞò
ôïõ(óôï FDG-PET scan) ðåñéãñÜöåôáé ôá÷åßá-
åíôüò 2ìÞíïõ- 5,7, ç óìßêñõíóç ôùí åóôéþí ôïõ
(óôï CT êáé FDG-PET scan) áíÝñ÷åôáé óå ðïóï-
óôü 54-69%6,7, êáé ç éóôéêÞ æùôéêüôçôá ôùí õðï-
ëåéììáôéêþí áëëïéþóåùí(óôï FDG-PET scan êáé
óå äéáäï÷éêÝò äéáäåñìéêÝò ðáñáêåíôÞóåéò çðáôé-
êþí ìåôáóôáôÜóåùí) ìåéþíåôáé5,7. Óå åðßðåäï
áóèåíïýò, ç óõìðôùìáôéêÞ âåëôßùóç åðéôõã÷Üíå-
ôáé óôï 88-89% ôùí èåñáðåõèÝíôùí6,7 êáé åðß
åðéôõ÷ßáò, åîáêïëïõèåß üóï óõíå÷ßæåôáé ç èåñá-
ðåßá êáé ç ðáñáêïëïýèçóç, ãéá ÷ñïíéêü äéÜóôçìá
3 6 êáé 9-13 7 ìçíþí, åíþ ç áíï÷Þ ôïõ öáñìÜêïõ
åßíáé êáëÞ5,6,7. Ôá êñéôÞñéá üìùò ôçò áíôéêåéìåíé-
êÞò áíôáðüêñéóçò ôùí GIST ó’ áõôÞ ôç íÝïõ ôý-
ðïõ èåñáðåßá åöáñìüæïíôáé ìå âÜóç ôéò ìåôñé-
êÝò ìåôáâïëÝò ôùí åóôéþí ôïõ üãêïõ8, åíþ, ðá-
ñÜëëçëá, ðáñáâëÝðåôáé ç êõôôáñéêÞ õðüóôáóç êáé
ç æùôéêüôçôá ôùí õðïëåéììáôéêþí áëëïéþóåùí,
óôïé÷åßá ðïõ, èåùñçôéêÜ, ðñÝðåé íá åðçñåÜæïõí
ôç âéïëïãéêÞ êáôÜóôáóç ôïõ áóèåíïýò êáé ôï åëåý-
èåñï åîÝëéîçò ôçò íüóïõ äéÜóôçìá. Ôï ÌÜéï ôïõ
2001, âáóéæüìåíïé óôç äçìïóßåõóç ôùí ùò Üíù
ìåëåôþí6,7, áí êáé ìç éó÷õñÜ óôïé÷åéïèåôçìÝíùí
(weak level of evidence)9, èåùñÞóáìå äéêáéïëï-
ãçìÝíç ôçí ðñïóðÜèåéá ÷ïñÞãçóçò ôïõ imatinib
óå äýï áóèåíåßò ìáò ìå ìåôñçôÝò çðáôéêÝò ìåôá-
óôÜóåéò áðü GIST, Ýíáí ðïëõóõìðôùìáôéêü,”ôåëé-
êÞò” öÜóçò, ùò “èåñáðåßá áðü ïßêôï” (compassi-
onate treatment), êáé Ýíáí áóõìðôùìáôéêü, êáé óôéò
äýï ðåñéðôþóåéò, ðñïôïý áíáãíùñéóèåß ôï imat-
inib ùò êáèéåñùìÝíç èåñáðåßá ôùí GIST (ìå ôéò
äéáäéêáóßåò ðïõ áíáêýðôïõí ãéá ôçí áðüêôçóç
öáñìÜêïõ äñáóôéêïý ìåí, áëëÜ ìç äéáèÝóéìïõ).

Ðñþôç ðåñßðôùóç

¢íäñáò, çëéêßáò 58 åôþí, ôï 1998, ðáñïõóßáóå
Ýíáí óôáäßïõ Ô4Í0Ì0 óôñùìáôéêü üãêï ôïõ ïñ-
èïý, ìå ìåãÜëç êõôôáñïâñßèåéá êáé ìéôùôéêÞ äñá-
óôçñéüôçôá, êáé áíïóïúóôï÷çìéêïýò ÷áñáêôÞñåò
ëåßáò ìõéêÞò êáé íåõñéêÞò äéáöïñïðïßçóçò, actin
(1+), N.S.E. (+), desmin (+/-), êáé S100 (+). Ç Ýê-
öñáóç ôïõ c-kit åîåôÜóôçêå óôï áñ÷éêü äéáãíùóôé-
êü õëéêü, 3 Ýôç áñãüôåñá, êáé âñÝèçêå èåôéêÞ, óå
Üíù ôïõ 90% ôùí íåïðëáóìáôéêþí êõôôÜñùí, ìå
ðïéêßëçò Ýíôáóçò áíïó÷ñþóç. Áñ÷éêÜ, ï üãêïò
èåñáðåýôçêå ìå êïéëéïðåñéíåúêÞ åêôïìÞ êáé ìå-
ôåã÷åéñçôéêÞ áêôéíïèåñáðåßá. ÌåôÜ Ýíá Ýôïò, ç
íüóïò õðïôñïðßáóå, ìå çðáôéêÝò ìåôáóôÜóåéò, ðïõ
åðé÷åéñÞèçêå íá êáôáóôñáöïýí ìå äéáäåñìéêÞ ôï-
ðéêÞ èåñáðåßá(Ýíåóç áéèáíüëçò êáé ìå åíäïúóôéêü,
äéïäéêü laser), ÷ùñßò áðïôÝëåóìá. Áðü ôï ÖåâñïõÜ-
ñéï ôïõ 2000, üôáí ìáò ðáñáðÝìöèçêå ï áóèåíÞò,
Ýùò ôïí Áðñßëéï ôïõ 2001, ëüãù åðéäåßíùóçò ôùí
çðáôéêþí ìåôáóôÜóåùí êáé åðéðëÝïí áíÜðôõîçò
ðõåëéêÞò/ðåñéíåúêÞò õðïôñïðÞò, ÷ïñçãÞèçêáí äéÜ-
öïñá åßäç ÷çìåéïèåñáðåßáò (CYVADIC, ifosfamide
êáé paclitaxel +carboplatin), ÷ùñßò áðïôÝëåóìá. Åí-
äéÜìåóá, ëüãù áðïöñáêôéêÞò ïõñïðÜèåéáò, áðáé-
ôÞèçêå ìüíéìïò áíáêïõöéóôéêüò áìöïôåñüðëåõñïò
ïõñçôçñéêüò êáé êõóôéêüò êáèåôçñéáóìüò. Ôï ÌÜéï
ôïõ 2001 ï áóèåíÞò óõãêáôáôÝèçêå íá ëÜâåé ôï
imatinib, ðïõ ìáò äéåôÝèç ìåôÜ äßìçíï. Ôüôå, ï
áóèåíÞò Þôáí êáôÜêïéôïò (Performance Status-PS
4, ôçò êëßìáêáò ECOG), ìå áíïñåîßá, åìÝôïõò, ßêôå-
ñï, ìåãÜëç çðáôéêÞ äéüãêùóç, ïéäÞìáôá, áæùèáé-
ìßá êáé óïâáñÞ áíáéìßá, ðïõ áðáßôçóáí åóùôåñé-
êÞò íïóçëåßá, ãéá ÷ïñÞãçóç ïðéïåéäþí, åö õãñþí
êáé ìåôÜããéóçò áßìáôïò. Óôéò 31.07.01 Üñ÷éóå ima-
tinib, ÑÏ, óå äüóç 400mg/çìÝñá, óõíå÷þò. ÌåôÜ
äýï åâäïìÜäùí èåñáðåßá, åß÷å PS 3, êáé ðáñïõ-
óßáæå óõíå÷Þ êëéíéêÞ êáé âéï÷çìéêÞ âåëôßùóç. ÌåôÜ
4ìçíç èåñáðåßá, åß÷å PS 2, Þðéá êáé ðáñïäéêÞ
óõìðôùìáôïëïãßá (ðüíïõò, åìÝôïõò, áíïñåîßá äéÜñ-
ñïéåò), ðáñÝìåíå Þðéá áíáéìéêüò, ÷ùñßò ßêôåñï Þ
ïéäÞìáôá, ìå ìåßùóç ôçò çðáôéêÞò äéüãêùóçò, áëëÜ
ëéãüôåñï åìöáíÞ ìåßùóç ôçò ðåñéíåúêÞò ìÜæáò
êáé áðïêáôÜóôáóç ôçò çðáôéêÞò âéï÷çìåßáò. Ç áêôé-
íïáíáôïìßá ôïõ Þðáôïò, óå ðñï ôçò èåñáðåßáò CT
scan, óõíßóôáôï óå åõìåãÝèåéò, ìéêôÝò, óõìðáãåßò/
õðüðõêíåò êáé Üëëåò ðåñßãñáðôåò, áìéãþò õðüðõ-
êíåò áëëïéþóåéò, ðïõ, äýï êáé 15 ìÞíåò ìåôÜ ôçí
Ýíáñîç ôïõ imanitib, ìåéþèçêáí êáôÜ 25% êáé ìå-
ôáâëÞèçêáí, üëåò, óå ìç äéçèçôéêÝò, ïìïéïãåíþò
õðüðõêíåò (êõóôåïåéäåßò) ðåñéï÷Ýò, ðåñéâáëëüìå-
íåò áðü öõóéïëïãéêü çðáôéêü ðáñÝã÷õìá (Åéêüíá
1-3). Ç óìßêñõíóç ôçò åíäïðõåëéêÞò ìÜæáò, åðÝ-
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ôñåøå ôçí áöáßñåóç üëùí ôùí ïõñïêáèåôÞñùí
(Åéêüíåò 3&4). Ç “óôáóéìüôçôá” ôçò çðáôéêÞò âëÜ-
âçò Þôáí äõóáíÜëïãá ìéêñÞ ðñïò ôç óçìáíôéêÞ

Åéêüíåò 1-3. ÅîÝëéîç áðåéêüíéóçò çðáôéêþí ìåôáóôÜ-
óåùí GIST õðü èåñáðåßá ìå  imanitib.

Åéêüíåò 4&5. Óìßêñõíóç åíäïðõåëéêÞò ìÜæáò óôïí
áóèåíÞ ôçò ðñþôçò ðåñßðôùóçò õðü imatinib.

êëéíéêÞ êáé âéï÷çìéêÞ âåëôßùóç ôïõ áóèåíïýò. Ôïí
ÍïÝìâñéï ôïõ 2002, ðáñÝìåíå óå éêáíïðïéçôéêÞ
óõìðôùìáôéêÞ ýöåóç, ìå åëáöñü áëëÜ óôáèåñü
ïßäçìá âëåöÜñùí êáé ðñïóþðïõ, ãõíáéêïìáóôßá
êáé öõóéïëïãéêÞ çðáôéêÞ âéï÷çìåßá.

Äåýôåñç ðåñßðôùóç

¢íäñáò çëéêßáò 52 åôþí, ôï 2001, ðáñïõóßá-
óå Ýíáí óôáäßïõ Ô3 Í0 Ì0 óôñùìáôéêü üãêï ôïõ
óôïìÜ÷ïõ, ìåãßóôçò äéáìÝôñïõ 10 cm, ìå éêáíÞ
ðõñçíéêÞ êáé êõôôáñéêÞ áôõðßá, >4 ìéôþóåéò ê.ï.ð.
x 10, åêôåôáìÝíåò íåêñþóåéò êáé áéìïññáãéêÝò
äéçèÞóåéò êáé áíïóïúóôï÷çìéêïýò ÷áñáêôÞñåò
áñ÷Ýãïíïõ ìåóåã÷õìáôéêïý üãêïõ, ìå c-kit (+),
actin (-), desmin (-), S 100 (-). Èåñáðåýôçêå ìå
êåíôñéêÞ ïéóïöáãåêôïìÞ, óðëçíåêôïìÞ êáé ïõñáßá
ðáãêñåáôåêôïìÞ, ìå ïéóïöáãïãáóôñéêÞ áíáóôü-
ìùóç. ÌåôÜ åîÜìçíï, åíþ ðáñÝìåíå áóõìðôùìá-



Óôï÷åõôéêÞ èåñáðåßá ìå imatinib (Glivec) —————————————————————————————————————— 245

ðôùóç ôåêìçñßùóå ôç íüóï åî áñ÷Þò. Ï ðñþôïò
áóèåíÞò åß÷å óïâáñü êëéíéêïåñãáóôçñéáêü åðç-
ñåáóìü. Áðü ôçí ðåñéãñáöÞ ôùí ðåñéðôþóåùí
ôïõ Joensuu êáé óõí5, ôïõ Blanke êáé óõí6, êáé
VanOosterom êáé óõí7,óõíÜãåôáé ðùò ïé áóèåíåßò
ôïõò åß÷áí ðïëëÝò çðáôéêÝò ìåôáóôÜóåéò, ÷ùñßò
óïâáñÞ ëåéôïõñãéêÞ çðáôéêÞ äéáôáñá÷Þ êáé PS 0-
2. Ðëçñïöïñßåò åðß ôçò åöáñìïãÞò, áíï÷Þò êáé
áðïôåëåóìáôéêüôçôáò ôïõ öáñìÜêïõ, åðß âáñéÜ
ðáó÷üíôùí áóèåíþí åëëåßðïõí. ÐÜíôùò, óôïí
âáñéÜ áóèåíÞ ìáò, ç áíï÷Þ êáé ç áðïôåëåóìáôé-
êüôçôá ôçò èåñáðåßáò Þôáí ðåñéóóüôåñï áðü éêá-
íïðïéçôéêÞ.

Ç åêëåêôéêÞ óôü÷åõóç óõãêåêñéìÝíïõ êüìâïõ
ôçò ðáèïãåíåôéêÞò áôñáðïý ôùí GIST áðü ôï
imanitib, äéáöõëÜóóåé áðü íïóçñÝò ðáñåíÝñãåéåò,
êáé óõíäõáæüìåíç ìå ôçí ôá÷åßá áðïôåëåóìáôé-
êüôçôÜ ôïõ, êáèéóôÜ ôï öÜñìáêï êáôÜëëçëï êáé
ãéá åðéâáñçìÝíåò ðåñéðôþóåéò, áëëÜ êáé ãéá áóõ-
ìðôùìáôéêïýò áóèåíåßò, üðïõ, åëëåßøåé óõìðôù-
ìÜôùí êáé áðåéëçôéêþí äéáôáñá÷þí, ôßèåôáé äß-
ëçììá ìåôáîý Üìåóçò Ýíáñîçò èåñáðåßáò êáé
áíáâïëÞò ôçò, ëüãù äõíçôéêÞò ôïîéêüôçôáò, üðùò
óõíÝâç óôï äåýôåñï áóèåíÞ. Ç Ýêâáóç ôïõ ðñþ-
ôïõ áóèåíÞ èá Þôáí ìïéñáßá, äåäïìÝíçò ôçò, ìÝ-
÷ñé ðñüôéíïò, áðïõóßáò áðïôåëåóìáôéêÞò óõóôç-
ìáôéêÞò èåñáðåßáò åðß ôïõ óõãêåêñéìÝíïõ ôýðïõ
üãêïõ. Oé ÷áñáêôÞñåò ôçò íüóïõ ôïõ, äéêáéïëï-
ãïýóáí, êáé åëëåßøåé ôïõ c-kit, ôçí åöáñìïãÞ ôïõ
imatinib, åðåéäÞ Þôáí êñßóéìï íá åðé÷åéñçèåß ìéá
óõóôçìáôéêÞ èåñáðåßá, ðïõ èá åããõüôáí ôá÷åßá
äñÜóç. Ç èåñáðåßá ìå imatinib, äéáèÝôåé áõôÞ ôçí
éäéüôçôá6,7 åíþ ïé õöÝóåéò ïëïêëçñþíïíôáé ìåôÜ
1-4 ìÞíåò óõíå÷ïýò èåñáðåßáò5. Ç áßóéá Ýêâáóç
ôçò ðñþôçò ðåñßðôùóçò, äåí ìðïñåß íá áðïôå-
ëÝóåé ôïí êáíüíá, åðß ðáíôüò æùôéêÜ åðéâáñçìÝ-
íïõ áóèåíïýò ðïõ èá ëÜâåé imatinib ãéá ìåôáóôá-
ôéêü GIST. Èá ìðïñïýóå, üìùò, íá áðïôåëÝóåé
ðáñÜäåéãìá ôçò áîßáò ðïõ Ý÷åé ç Ýãêáéñç ðñü-
óâáóç12 ðñïò Ýíá åýëçðôï öÜñìáêï, ìå ìïíáäé-
êÞ éäéüôçôá. ÅðéðëÝïí, ç åýëïãá ðåóéìéóôéêÞ áíôß-
ëçøç, ðïõ Ý÷åé ðáãéùèåß áðü ôç ÷ñÞóç êõôôáñï-
ôïîéêþí ÷çìåéïèåñáðåõôéêþí êáôÜ ôçí “ôåëéêÞ”
öÜóç áóèåíþí, üðùò áõôüò, åßíáé äõíáôü íá ôñÝ-
øåé ðñïò ìéá íé÷éëéóôéêÞ èåñáðåõôéêÞ ðñïóÝããé-
óç, êáé íá áäéêÞóåé Ýíáí áóèåíç åðåéäÞ âñßóêåôáé
óå êáêÞ êáôÜóôáóç áðü ìåôáóôáôéêü GIST, ìå
áðïôÝëåóìá íá ôïí áðïóôåñÞóåé áðü ìéá íÝïõ
ôýðïõ èåñáðåßá, ìå éäéüôçôåò üðùò ôï imatinib.

ÁíÜëïãç èåñáðåõôéêÞ óðïõäÞ äåí óõíÝôñå÷å
óôï äåýôåñï, áóõìðôùìáôéêü áóèåíÞ, ìå ôçí áð’
áñ÷Þò ôåêìçñéùìÝíç íüóï, êáè’ üóïí äåí åßíáé
ãíùóôü åÜí ç Üìåóç åöáñìïãÞ ôïõ öáñìÜêïõ

ôéêüò, êáé ìå öõóéïëïãéêÞ çðáôéêÞ âéï÷çìåßá, ôï
CT êïéëßáò Ýäåéîå ìéêôÝò óõìðáãåßò/êõóôéêÝò êáé
áìéãþò êõóôéêÝò äåõôåñïðáèåßò åíôïðßóåéò óôï
Þðáñ, ðïõ ôåêìçñéþèçêáí ìå äéáäåñìéêÞ ðáñáêÝ-
íôçóç ôçò ìéêôþí óôïé÷åßùí, c-kit èåôéêÞò áë-
ëïßùóçò. ÓõãêáôáôÝèçêå íá ëÜâåé imatinib, óå äüóç
400 mg/çìÝñá, ÑÏ, óõíå÷þò, ÷ùñßò áíåðéèýìçôç
åíÝñãåéá, ðëÞí åëáöñïý ïéäÞìáôïò ôùí âëåöÜ-
ñùí êáé ôïõ ðñïóþðïõ. ÌåôÜ äýï êáé Ýîé ìçíþí
èåñáðåßá, ôï CT Ýäåéîå ôéò çðáôéêÝò âëÜâåò ßäéåò
óå áñéèìü êáé ìéêñüôåñåò êáôÜ 20%, áëëÜ üëåò
ìå êõóôåïåéäÞ õöÞ, êáé ôçí áêôéíïáíáôïìßá ôïõ
ëïéðïý çðáôéêïý ðáñåã÷ýìáôïò öõóéïëïãéêÞ. ÌåôÜ
åííÝá ìçíþí èåñáðåßá, ï áóèåíÞò ðáñÝìåíå áóõ-
ìðôùìáôéêüò, ìå çðáôéêÞ âéï÷çìåßá öõóéïëïãéêÞ.
Êáé åäþ, ôá ìåôñéêÜ óôïé÷åßá ôùí çðáôéêþí áë-
ëïéþóåùí óôïé÷åéïèåôïýóáí ìåôñéêÞ “óôáóéìüôç-
ôá” ôçò íüóïõ.

ÓõæÞôçóç

Ïé áóèåíåßò ìáò ðáñïõóßáóáí ôç óõíÞèç óõ-
ìðåñéöïñÜ ôùí GIST, ìå ðñþôç åêäÞëùóç õðï-
ôñïðÞò ôéò ìåôáóôÜóåéò óôï Þðáñ10. Ç íÝêñùóç
ôùí áëëïéþóåùí åßíáé éóôïëïãéêü åýñçìá ðïõ
ðáñáôçñåßôáé áõôüìáôá, êáé áíåîÜñôçôá áðü ôçí
åðéôõ÷ßá ôçò åöáñìïæüìåíçò èåñáðåßáò. Óôçí
ðñþôç ðåñßðôùóç, óõíÝâç êáé ôïðéêïðåñéï÷éêÞ
õðïôñïðÞ, êáè’ üóïí ç åîáßñåóç ôïõ üãêïõ åß÷å
ãßíåé åããýò ôùí ïñßùí ôïõ, åíþ ç áêôéíïèåñá-
ðåßá äåí åêñßæùóå ôç ìéêñïóêïðéêÞ õðïëåéììáôé-
êÞ íüóï, êáèüóïí ç äñÜóç ôçò áêôéíïâïëßáò åðß
ôùí GIST åßíáé áâÝâáéç11. Ôï 1998, üôáí äéáãíþ-
óôçêå GIST óôïí ðñþôï áóèåíÞ, ðáñÜ ôçí Ýëëåé-
øç ôïõ c-kit, ç éóôïëïãéêÞ ôåêìçñßùóç GIST åèåù-
ñåßôï åðáñêÞò ìå ìïñöïëïãéêÜ êáé áíïóïúóôï÷ç-
ìéêÜ êñéôÞñéá,, êáè’ üóïí ìÝ÷ñé ôüôå, ï “óôñùìá-
ôéêüò üãêïò” Þôáí üñïò ðïõ åêÜëõðôå üëïõò áäéá-
êñßôùò ôïõò ìåóåã÷õìáôéêïýò üãêïõò ôïõ ãáóôñå-
íôåñéêïý óùëÞíá. ÅðéðëÝïí, ç áíïóïúóôï÷çìéêÞ
èåôéêüôçôá ãéá actin, N.S.E. êáé S 100 ðåñéãñÜ-
öåôáé åðß GIST, ùò áðïôÝëåóìá ôçò ðáñïõóßáò
öõóéïëïãéêþí ëåßùí ìõéêþí éíþí ôïõ åíôåñéêïý
êáé ôïõ áããåéáêïý ôïé÷þìáôïò, åíôüò ôïõ üãêïõ,
áëëÜ êáé ùò áðïôÝëåóìá ôùí ôå÷íéêþí êáé ôùí
õðïêåéìåíéêþí ðáñáãüíôùí ôçò åêÜóôïôå ìåèü-
äïõ êáé ôçò êáôÜ ðåñßðôùóç åêôßìçóçò ôùí åõ-
ñçìÜôùí. Óôçí ðåñßðôùóç áõôÞ, ç åê ôùí õóôÝ-
ñùí áíåýñåóç èåôéêïý ôïõ c-kit áîéïëïãåß ôá áñ-
÷éêÜ áíïóïúóôï÷çìéêÜ äåäïìÝíá ùò ìç åéäéêÜ ôïõ
GIST, êáé êáèüëïõ õðïäçëùôéêÜ Üëëïõ ìåóáã÷õ-
ìáôéêïý åíôåñéêïý üãêïõ. Ôï 2002, ç áíß÷íåõóç
ôïõ c-kit Þôáí äéáèÝóéìç, êáé óôç äåýôåñç ðåñß-
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åðß ìåôáóôáôéêïý, áóõìðôùìáôéêïý áóèåíÞ ùöå-
ëåß ðåñéóóüôåñï, Ýíáíôé ôçò åöáñìïãÞò ôïõ üôáí
êáôáóôåß óõìðôùìáôéêüò. Ç Üìåóç üìùò åöáñìï-
ãÞ ôïõ, ÷ùñßò íïóçñÝò ðáñåíÝñãåéåò, êáé ç “åëÜ-
÷éóôç” áíôáðüêñéóç ôçò íüóïõ ôïõ äéáôÞñçóå ôçí
Þäç êáëÞ ðïéüôçôá æùÞò. ÅðéðëÝïí, ç áîßá ôçò
åðéêïõñéêÞò åöáñìïãÞò ôïõ åðß áóèåíþí ìå ðëÞ-
ñùò åîáéñïýìåíï, êáêÞò ðñüãíùóçò üãêï, üðùò
óõíÝâáéíå ìå ôïí áóèåíÞ áõôüí, ìåëåôÜôáé, êáé
ùò ðñïò ôç äüóç êáé ùò ðñïò ôç äéÜñêåéá(A.
VanOosterom êáé C. Blanke, ðñïóùðéêÞ åðéêïé-
íùíßá).

Ç ôïîéêüôçôá ôïõ imatinib, óôçí çìåñÞóéá äüóç
ôùí 400 mg, áíôéìåôùðßæåôáé åýêïëá5,6,7, üðùò
óõíÝâç óôïí ðñþôï áóèåíÞ ìáò. Ç éäåþäçò äï-
óïëïãßá åñåõíÜôáé áêüìç, êáé ç äéÜñêåéá ôçò èå-
ñáðåßáò ôùí áíôáðïêñéíïìÝíùí äåí Ý÷åé áêüìç
êáèïñéóèåß. ÐÜíôùò, äåäïìÝíá ôïîéêüôçôáò áðü
ìáêñÜ ÷ïñÞãçóç ôïõ öáñìÜêïõ äåí õðÜñ÷ïõí,
êáé óõíåðþò, ç áèñïéóôéêÞ ôïîéêüôçôá ôïõ íÝïõ
áõôïý öáñìÜêïõ äåí áðïêëåßåôáé.

Ïé çðáôéêÝò ìåôáóôÜóåéò êáé ôùí äýï ðåñé-
ðôþóåùí ìåôáâëÞèçêáí óå Üíõöåò êõóôéêÝò áë-
ëïéþóåéò. Ç åìöáíÝóôåñç ýöåóç ôùí ìåôáóôÜ-
óåùí ôïõ Þðáôïò Ýíáíôé ôçò åíäïðõåëéêÞò/ðåñé-
íåúêÞò åóôßáò óôçí ðñþôç ðåñßðôùóç, èá ðñÝðåé

ìÜëëïí íá áðïäïèåß óôçí ðñïçãçèåßóá ðõåëéêÞ
åã÷åßñçóç/áêôéíïèåñáðåßá, ðïõ ðåñéïñßæïõí ôçí
áéìáôéêÞ ðñüóâáóç ôïõ öáñìÜêïõ óôïí üãêï. Äåí
åßíáé äå ãíùóôü åÜí ç áêôéíïâïëßá ðñïÜãåé ôçí
áíÜðôõîç áíèåêôéêþí óôçí imatinib óôñùìáôéêþí
êõôôáñéêþí êëþíùí.

Ïé ìåôñéêÝò ìåôáâïëÝò ôùí çðáôéêþí áëëïéþ-
óåùí äåí ðëçñïýóáí ôá êáèéåñùìÝíá êñéôÞñéá
ôçò ìåñéêÞò ýöåóçò(ç ìåßùóç ôïõ ìåãÝèïõò Þôáí
20-25%), ðáñÜ ôï ãåãïíüò üôé ôá õðïëåéììáôéêÜ
åõñÞìáôá äåí áíôéðñïóùðåýïõí áëçèþò æùôéêü
õðïëåéììáôéêü üãêï5. Óôçí ðñþôç ðåñßðôùóç, âñß-
óêïíôáí óå áíáíôéóôïé÷ßá ðñïò ôï ìåãÜëï ôåëéêü
êëéíéêü üöåëïò, åíþ óôç äåýôåñç Þôáí áñêåôÝò
þóôå íá äéáôçñÞóïõí êáëÞ ãåíéêÞ êáôÜóôáóç åðß
ìáêñüí. Ôá éó÷ýïíôá êñéôÞñéá ôçò ýöåóçò Ý÷ïõí
êáèïñéóèåß ìå âÜóç ôá áðïôåëÝóìáôá ôùí êõôôá-
ñïôïîéêþí, êáé ü÷é ôùí íÝïõ ôýðïõ óôï÷åõôéêþí
èåñáðåéþí, êáé áðüëõôá áîéïëïãïýìåíá, õðïåêôé-
ìïýí ôï ôåëéêü áðïôÝëåóìá.

Ïé óôï÷åõôéêÝò èåñáðåßåò öáßíåôáé ðùò äéá-
öÝñïõí êáé ùò ðñïò ôéò åöáñìïãÝò êáé ùò ðñïò
ôïí ôñüðï áîéïëüãçóÞò ôïõò, áíôéêåßìåíï ðïõ
÷ñåéÜæåôáé áíáèåþñçóç, üóï ïé èåñáðåßåò áõôÝò
êáèßóôáíôáé óõíçèÝóôåñåò.

ABSTRACT

S. TSOUSSIS, F. ECONOMIDOU, E. VOURLIOTAKI: Oncology department, Venizeleio-
Pananeio G. Hospital, Herakleio, Crete. Targeted therapy with imatinib (Glivec): Disc-
repancy between clinical benefit and objective response in two patients with meta-
static gastrointestinal stromal tumour (GIST)

GISTs represent a distinct clinical entity, as c-kit proto-oncogene mutation is considered their
central pathogenic pathway, which is detected immunochemically, by c-kit expression on tumour
cells. C-kit receptor inhibition by imatinib mesylate(Glivec) is a safe and rapidly active targeted
signal transduction treatment for advanced disease. Two mid-aged male patients with GIST
liver metastases were treated with imatinib, 400 mg/ day, PO. At treatment initiation, the first
patient was severely ill, icteric and bed ridden, due to extended hepatic infiltration, but very
soon became mobile and in 4 months his abnormal liver function tests completely regressed.
After a 15 month period of treatment, he remains in a satisfactory subjective response. The
second patient was asymptomatic, and remains as such, over a 9 month period of treatment.
So far, both developed slight but steady lid and facial oedema,, and one of them gynaecomasty,
as side effects of imatinib. On CT scan, their hepatic metastases were transformed to cystic
lesions and regressed in size, ≤ 25%, justifying a minimal response, disproportional to their
considerable clinical benefit. The properties of this new therapy will call to revise the meaning
of diverse kinds of response of disease, when evaluated only on measurable means. Key
words: gastrointestinal stromal tumours, liver metastases, imatinib, clinical benefit, objective
response. Forum of Clinical Oncology 1 (4):242-247, 2002.
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ÐåñéãñáöÞ åðéôõ÷ïýò èåñáðåßáò ìåôáóôáôéêïý

áäåíïêáñêéíþìáôïò ôïõ ïéóïöÜãïõ ìå ôï óõíäõáóìü

ðáêëéôáîÝëçò êáé óéóðëáôßíçò – áíáóêüðçóç

ôçò âéâëéïãñáößáò

Á. Íéêïëáúäç, ×. ÌáñêÝôïò, Ã. Óôáìïýëçò, Ó. Ôóéëéáêüò, Ä. Ôæáííßíçò

ÐÅÑIËÇØÇ
Ï êáñêßíïò ôïõ ïéóïöÜãïõ åßíáé ï ôñßôïò óå óõ÷íüôçôá êáñêßíïò ôïõ ãáóôñåíôåñéêïý ìå
ñáãäáßá áýîçóç ôçí ôåëåõôáßá åéêïóáåôßá. ÐáñïõóéÜæïõìå ôçí ðåñßðôùóç åíüò Üíäñá 72
åôþí ìå ìåôáóôáôéêü êáñêßíï ïéóïöÜãïõ ðïõ õðïâëÞèçêå óå ÷çìåéïèåñáðåßá ìå ôïí óõíäõá-
óìü ðáêëéôáîÝëçò êáé óéóðëáôßíçò ìå åíôõðùóéáêÞ áíôáðüêñéóç. Ç áíáóêüðçóç ôçò ðñüóöá-
ôçò âéâëéïãñáößáò êáôáäåéêíýåé üôé ï óõíäõáóìüò ôáîÜíçò êáé óéóðëáôßíçò åßíáé åëêõóôéêüò
ëüãù ôçò åõêïëßáò ÷ïñÞãçóçò, áðïäåêôÞò ôïîéêüôçôáò, âåëôßùóçò ôùí õðïêåéìåíéêþí óõì-
ðôùìÜôùí êáé ôïõ áîéüëïãïõ ðïóïóôïý áíôáðïêñßóåùí ðïõ åðéôõã÷Üíåé. ÂÞìá ÊëéíéêÞò Ïãêï-
ëïãßáò 2002, 1 (4):248-251.

ÐáèïëïãéêÞ ÏãêïëïãéêÞ ÊëéíéêÞ 6ï Ïãêïëïãéêü Íïóï-
êïìåßï ÉÊÁ “Ãåþñãéïò ÃåííçìáôÜò”, Áóùðßïõ 4, Ãêýæç,
ÁèÞíá.
Õðåýèõíïò áëëçëïãñáößáò: ÄçìÞôñçò Ôæáííßíçò, Êá-
ðïäéóôñßïõ 17 Ðåýêç, 15121, 0974-122880, Fax: 010-
6427249

ÅéóáãùãÞ

Ï êáñêßíïò ôïõ ïéóïöÜãïõ åßíáé ï ôñßôïò óå
óõ÷íüôçôá êáñêßíïò ôïõ ãáóôñåíôåñéêïý óùëÞíá.
Ðñüóöáôá äéáðéóôþèçêå äñáìáôéêÞ áýîçóç ôçò
óõ÷íüôçôáò ôïõ áäåíïêáñêéíþìáôïò, áðü 15% ðñéí
ôï 1980 óå ðåñßðïõ 60% üëùí ôùí íåïðëáóéþí
ôïõ ïéóïöÜãïõ.

Ç áõîçìÝíç áõôÞ óõ÷íüôçôá ôïõ áäåíïêáñêé-
íþìáôïò ïöåßëåôáé óôçí áõîçìÝíç óõ÷íüôçôá ôïõ
êáñêßíïõ ôçò êáñäéïïéóïöáãéêÞò óõìâïëÞò. Áðü
ðáèïãåíåôéêÞò Üðïøçò öáßíåôáé üôé ôï áäåíï-

êáñêßíùìá ó÷åôßæåôáé ìå ôçí ÷ñüíéá ãáóôñïïéóï-
öáãéêÞ ðáëéíäñüìçóç. Ïé ðåñéóóüôåñåò ìåëÝôåò
áíáöïñéêÜ ìå ôç ÷çìåéïèåñáðåßá ôïõ ìåôáóôáôé-
êïý êáñêßíïõ ôïõ ïéóïöÜãïõ áíáöÝñïíôáé ùò åðß
ôï ðëåßóôïí óôï ðëáêþäåò êáñêßíùìá. Áðü ôá
íÝá öÜñìáêá ïé ôáîÜíåò öáßíåôáé üôé ðáñïõóéÜ-
æïõí äñáóôéêüôçôá êáôÜ ôïõ áäåíïêáñêéíþìáôïò.

Ðáñïõóßáóç ðåñéóôáôéêïý

ÁóèåíÞò 72 åôþí, åéóÞ÷èç óôçí ÏãêïëïãéêÞ
êëéíéêÞ ôïõ 6ïõ èåñáðåõôçñßïõ ÉÊÁ ìå äéáãíù-
óìÝíï ìåôáóôáôéêü êáñêßíï ïéóïöÜãïõ (áäåíïêáñ-
êßíùìá ìÝóçò äéáöïñïðïßçóçò, èçëþäåò åí ìÝ-
ñåé óùëçíþäåò, ðéèáíüôáôá óå Ýäáöïò ïéóïöÜ-
ãïõ Barret, 4/02)

Áêïëïýèçóå óôáäéïðïßçóç ôçò íüóïõ, ìå áðëÞ
áêôéíïãñáößá êáé áîïíéêÞ ôïìïãñáößá èþñáêá
üðïõ äéáðéóôþèçêáí ðïëëáðëÝò, äéÜóðáñôåò åóôéá-
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êÝò áëëïéþóåéò, äåõôåñïãåíïýò áéôéïëïãßáò, óå
áìöüôåñïõò ôïõò ðíåýìïíåò, ìéêñÞò Ýêôáóçò
ðá÷õðëåõñßôéäá óôï äåîéü çìéèùñÜêéï êáèþò êáé
õðïõðåæùêïôéêÝò äåõôåñïãåíåßò åíôïðßóåéò (Eé-
êüíá 1).

Ç áîïíéêÞ ôïìïãñáößá Üíù êÜôù êïéëßáò Ýäåé-
îå ðïëëáðëÝò áðëÝò çðáôéêÝò êýóôåéò, äéÜóðáñ-
ôåò óôïí áñéóôåñü êáé äåîéü ëïâü.

Áðü ôïí õðüëïéðï êëéíéêïåñãáóôçñéáêü Ýëåã-
÷ï (29/4/2002): Hb=12,6mg/dl, Ht=40,5%,
PLT=379000, Glu=108mg/dl , Cr=1,07mg/
dl,BUN=24, ALP=251, AST=17, ALT=14, GT=12,T-
Bil=0,43mg/dl, D-Bil=0,12mg/dl, ALB=4,8g/
dl,LDH=270, CPK=47, Na=144, K=4,5, Ca=9,4,
INR=1,1, APTT=43, HKÃ:block äåîéïý óêÝëïõò.

Ï áóèåíÞò õðïâëÞèçêå óå óõóôçìáôéêÞ ÷ç-
ìåéïèåñáðåßá ìå ðáêëéôáîÝëç óå äüóç 175mg/m²
êáé óéóðëáôßíç óå äüóç 75mg/m² áíÜ 21 çìÝñåò
ãéá 6 óõíïëéêÜ êýêëïõò èåñáðåßáò. Ðáñïõóßáóå
êáëÞ áíï÷Þ ìå ìüíç ðáñåíÝñãåéá ôçí íåõñïôïîé-
êüôçôá (áéìùäßåò Üíù êáé êÜôù Üêñùí) âáèìïý 1
êáôÜ NCI-CTC. ÊáôÜ ôïí ôåëåõôáßï êýêëï ÷çìåéï-
èåñáðåßáò ëüãù áýîçóçò ôçò ïõñßáò (60mg/dl)
êáé êñåáôéíßíçò (2mg/dl), ç óéóðëáôßíç ðáñáëåß-
öèçêå. Ìå ôçí ïëïêëÞñùóç ôçò èåñáðåßáò ï áóèå-
íÞò ðáñïõóßáóå óçìáíôéêÞ õðïêåéìåíéêÞ âåëôßù-
óç ìå åîáöÜíéóç ôçò äõóêáôáðïóßáò. Ç êáôÜóôá-
óç éêáíüôçôáò ôïõ Þôáí 0.

Áêïëïýèçóå åðáíåêôßìçóç ôçò íüóïõ. Ï áóèå-
íÞò õðïâëÞèçêå óå ãáóôñïóêüðçóç (6/9/2002) ç
ïðïßá äåí Ýäåéîå åìöáíÞ óçìåßá íüóïõ. Ç áîïíé-
êÞ ôïìïãñáößá èþñáêá ðïõ Ýãéíå ðåñßðïõ Ýíá
ìÞíá ìåôÜ ôçí ïëïêëÞñùóç ôçò ÷çìåéïèåñáðåßáò
Ýäåéîå óçìáíôéêüôáôç ìåßùóç ôïõ áñéèìïý êáé ôïõ
ìåãÝèïõò ôùí äåõôåñïðáèþí ðíåõìïíéêþí åíôï-
ðßóåùí, ïñéóìÝíåò áðü ôéò ïðïßåò áðåéêïíßæïíôáé

êïéëïðïéçìÝíåò (Eéêüíá 2). Aêôéíïãñáößá èþñá-
êïò 2 ìÞíåò áñãüôåñá (Ïêôþâñéïò 2002) åðáíå-
ëÝã÷åé ôç ðëÞñç áðïõóßá ðíåõìïíéêþí ðáñåã÷õ-
ìáôéêþí ìåôáóôÜóåùí.

Ã. ÓõæÞôçóç

Ç ÷çìåéïèåñáðåßá áðïôåëåß ôçí ìüíç èåñá-
ðåõôéêÞ ðñïóÝããéóç ãéá ôïí ìåôáóôáôéêü êáñêßíï
ôïõ ïéóïöÜãïõ. Ç ìïíïèåñáðåßá ðáñïõóéÜæåé ÷á-
ìçëÜ ðïóïóôÜ óõíïëéêÞò áíôáðüêñéóçò (15%-30%),
åíþ ç óõìðôùìáôéêÞ âåëôßùóç åßíáé âñá÷õ÷ñü-
íéá. Ç ìðëåïìõêßíç, ç 5- öèïñéïïõñáêßëç (5-FU),
ç ìéôïìõêßíç-C êáé ç óéóðëáôßíç Ý÷ïõí ÷ñçóéìï-
ðïéçèåß ìüíåò Þ óå óõíäõáóìü ìå Þ ÷ùñßò áêôé-
íïâïëßá. Ç óõíå÷Þò Ýã÷õóç 5-FU åðß 6 åâäïìÜ-
äåò óå áóèåíåßò ìå ðñüóöáôá äéáãíùóìÝíï êáñ-
êßíï ïéóïöÜãïõ, Ýäåéîå óõíïëéêÞ áíôáðüêñéóç óå
ðïóïóôü 85%1, óå áíôßèåóç ìå ìåëÝôç ôçò East-
ern Cooperative Oncology Group (ECOG), üðïõ ç
óõíïëéêÞ áíôáðüêñéóç ôçò óõíå÷ïýò Ýã÷õóçò 5-
FU, óå áóèåíåßò ðñïèåñáðåõìÝíïõò ìå bolus 5FU
Þôáí 15%2. Óå áñêåôÝò ìåëÝôåò, ç óéóðëáôßíç
÷ñçóéìïðïéÞèçêå ùò ìïíïèåñáðåßá ìå äüóåéò ðïõ
êõìáéíüôáí áðü 50-120 mg/m2 êÜèå 3-4 åâäïìÜ-
äåò3-9. Ç óõíïëéêÞ áíôáðüêñéóç ãéá ôïõò áóèå-
íåßò ìå ìåôáóôáôéêÞ íüóï Þôáí 21%3-8. Ç ðáêëé-
ôáîÝëç ùò ìïíïèåñáðåßá ÷ñçóéìïðïéÞèçêå ìå ìÝ-
ãéóôç áíåêôÞ äüóç ôá 250 mg/m2 ìå ðïóïóôü
óõíïëéêÞò áíôáðüêñéóçò ðïõ Ýöôáóå ôï 34%10.

Ç óõíäõáóìÝíç ÷çìåéïèåñáðåßá öáßíåôáé üôé
õðåñôåñåß ôçò ìïíïèåñáðåßáò äßíïíôáò áõîçìÝ-
íá ðïóïóôÜ áíôáðüêñéóçò áëëÜ ìå ôßìçìá ôçò
áýîçóç ôçò ôïîéêüôçôáò. Êõñéüôåñïò óõíäõáóìüò
åßíáé áõôüò ôçò óéóðëáôßíçò óå äüóç 100 mg/m2

ôçí çìÝñá 1 ìå 5-FU óå äüóç 1000 mg/m2 ôçí

Åéêüíá 1. Ðñéí ôçí Ýíáñîç ôçò èåñáðåßáò. ÐïëõÜñéèìåò
ìåôáóôÜóåéò óå áìöüôåñá ôá ðíåõìïíéêÜ ðåäßá

Åéêüíá 2. Ó÷åäüí ðëÞñçò åîáöÜíéóç ôùí ìåôáóôÜóåùí
Ýíá ìÞíá ìåôÜ ôçí ïëïêëÞñùóç ôçò èåñáðåßáò.
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ìå õðïóôÞñéîç áõîçôéêïý ðáñÜãïíôá ôùí ëåõ-
êþí áéìïóöáéñßùí. Ôï ó÷Þìá åðáíáëáìâáíüôáí
êÜèå 21 çìÝñåò. Ëüãù ôïîéêüôçôáò ç äüóç ôçò
ðáêëéôáîÝëçò ìåéþèçêå óôá 200 mg/m2. Äéáðé-
óôþèçêáí ìåñéêÝò áíôáðïêñßóåéò óôï 46% ôùí
ðáó÷üíôùí áðü áäåíïêáñêßíùìá, åíþ ç ìÝóç
äéÜñêåéá áíôáðüêñéóçò Þôáí 3,9 ìÞíåò êáé ï
ìÝóïò ÷ñüíïò åðéâßùóçò Þôáí 6,9 ìÞíåò. Áîéï-
óçìåßùôï åßíáé üôé 72% ôùí áóèåíþí åß÷å ðëÞ-
ñç áíáêïýöéóç áðü ôçí äõóöáãßá êáé 8% ìåñéêÞ
áíáêïýöéóç.

ÔÝëïò ïé Petrach êáé óõíåñãÜôåò ÷ïñÞãçóáí
ôç ðáêëéôáîÝëç óå äüóç 90 mg/m2 óå 3ùñç Ýã-
÷õóç êáé áêïëïýèùò óéóðëáôßíç óå äüóç 50 mg/
m2.16 Ç èåñáðåßá åðáíáëáìâáíüôáí êÜèå 14 çìÝ-
ñåò. Ç óõíïëéêÞ áíôáðüêñéóç Þôáí 40%, ìå 15%
ðëÞñåéò êëéíéêÝò õöÝóåéò.

Öáßíåôáé ëïéðüí üôé ï óõíäõáóìüò ðáêëéôáîÝ-
ëçò êáé óéóðëáôßíçò åðéôõã÷Üíåé êáëÝò áíôáðï-
êñßóåéò óôïí ìåôáóôáôéêü êáñêßíï ôïõ ïéóïöÜãïõ.
Ïé áíôáðïêñßóåéò áõôÝò äåí óõíäõÜæïíôáé ìå
ðáñÜôáóç ôçò åðéâßùóçò áëëÜ ìå âåëôßùóç ôçò
ðïéüôçôáò æùÞò ðñïóöÝñïíôáò óõìðôùìáôéêÞ
áíáêïýöéóç. Óôï ðáñüí ðåñéóôáôéêü ï óõíäõá-
óìüò ðáêëéôáîÝëçò êáé óéóðëáôßíçò áðïäåß÷èçêå
éäéáßôåñá áðïôåëåóìáôéêüò ôüóï óôçí áíôáðüêñé-
óç üóï êáé óôç âåëôßùóç ôùí óõìðôùìÜôùí êáé
ôçò ðïéüôçôáò æùÞò. Ç åõêïëßá ÷ïñÞãçóçò êáé ôá
ìéêñÜ ðïóïóôÜ ôïîéêüôçôáò êáèéóôïýí ôïí óõí-
äõáóìü áõôü éäéáßôåñá åëêõóôéêü ãéá ôçí áíôéìå-
ôþðéóç ôïõ ìåôáóôáôéêïý áäåíïêáñêéíþìáôïò ôïõ
ïéóïöÜãïõ.

çìÝñá óå óõíå÷Þ Ýã÷õóç 96-120 ùñþí8,11. ¢ëëïé
óõíäõáóìïß ðåñéëáìâÜíïõí ôçí êáñìðïðëáôßíç,
ôçí âéíìðëáóôßíç, ôçí éíôåñöåñüíç êáé ôçí 5-FU.

Ôåëåõôáßá ÷ñçóéìïðïéåßôáé ï óõíäõáóìüò ðá-
êëéôáîÝëçò êáé óéóðëáôßíçò ìå ðïóïóôÜ óõíïëé-
êÞò áíôáðüêñéóçò 44%-52%12-14. Ïé Ilson êáé óõ-
íåñãÜôåò ÷ïñÞãçóáí áñ÷éêÜ ðáêëéôáîÝëç óå äüóç
175 mg/m2 ôçí çìÝñá 1 êáé óéóðëáôßíç óå äüóç
20 mg/m2 áðü çìÝñá 1 ùò êáé çìÝñá 5 êáèþò êáé
5-FU óå äüóç 1000 mg/m2 áðü çìÝñá 1 ùò êáé
çìÝñá 5.15 Ëüãù ôçò óçìáíôéêÞò ôïîéêüôçôáò ðïõ
åìöÜíéóáí ïé ðñþôïé áóèåíåßò Ýãéíå ìåßùóç ôçò
äüóçò ôçò 5-FU óôá 750 mg/m2/çìÝñá Ôï ðïóï-
óôü óõíïëéêÞò áíôáðüêñéóçò Þôáí 46% üóïí áöï-
ñÜ ôïí ìåôáóôáôéêü êáñêßíï ôïõ ïéóïöÜãïõ, åíþ
ç ìÝóç äéÜñêåéá áíôáðüêñéóçò Þôáí 5,7 ìÞíåò
êáé ï ìÝóïò ÷ñüíïò åðéâßùóçò Þôáí 10,8 ìÞíåò.
Ðáñüìïéá ðïóïóôÜ áíôáðüêñéóçò (50%) äéáðéóôþ-
èçêáí êáé ãéá ôïí åðéèçëéáêü êáñêßíï ôïõ ïéóï-
öÜãïõ. Áîßæåé íá óçìåéùèåß üôé ó’ áõôÞ ôçí ìåëÝ-
ôç äéáðéóôþèçêå õøçëü ðïóïóôü ðëÞñïõò áíôá-
ðüêñéóçò (20%) óôïõò áóèåíåßò ìå ðëáêþäç êáñ-
êßíï ôïõ ïéóïöÜãïõ óå áíôßèåóç ìå ôïõò ðÜó÷ï-
íôåò áðü áäåíïêáñêßíùìá üðïõ ôï ðïóïóôü ðëÞ-
ñïõò áíôáðüêñéóçò Þôáí ðïëý ÷áìçëü (3%).

Ïé Ilson êáé óõíåñãÜôåò ìåëÝôçóáí ôçí ÷ï-
ñÞãçóç ðáêëéôáîÝëçò êáé óéóðëáôßíçò ÷ùñßò üìùò
ôçí ðñïóèÞêç 5-FU15. ÌåëåôÞèçêáí 38 áóèåíåßò
ìå êáñêßíï ïéóïöÜãïõ (33 ìå áäåíïêáñêßíùìá)
áðü ôïõò ïðïßïõò ïé 36 åß÷áí ìåôáóôáôéêÞ íüóï.
×ïñçãÞèçêå ðáêëéôáîÝëç óå äüóç 200-250 mg/
m2 óå 24ùñç Ýã÷õóç ôçí çìÝñá 1 êáé áêïëïý-
èùò óéóðëáôßíç óå äüóç 75 mg/m2 ôçí çìÝñá 2

Ðßíáêáò. ÌåëÝôåò öÜóçò ÉÉ óõíäõáóìÝíçò ×ÌÈ óôï ìåôáóôáôéêü áäåíïêáñêßíùìá ôïõ ïéóïöÜãïõ.

Èåñáðåõôéêüò ÷åéñéóìüò Ó.Á. Ð.Á. ÌÝóç äéÜñêåéá Âéâëéïãñáößá
áíôáðüêñéóçò

Óéóðëáôßíç 50-120 mg/m2 êÜèå 3-4 åâäïìÜäåò 21% ÄÁ ÄÁ 3,4-9

Óéóðëáôßíç100 mg/m2 d1 35% ÄÁ ÄÁ 8,11

Öèïñéïïõñáêßëç 1000mg/m2 d1-4Þ d1-5
ÐáêëéôáîÝëç 250 mg/m2 d1 óå 24ùñç Ýã÷õóç êÜèå 21 çìÝñåò 30% 0 9 åâäïìÜäåò 17

ÐáêëéôáîÝëç 250 mg/m2 d1 óå 24ùñç Ýã÷õò êÜèå 21 çìÝñåò 34% ÄÁ ÄÁ 10

ÐáêëéôáîÝëç175mg/m2 d1 46% 3% 5.7 ìÞíåò 12

Öèïñéïïõñáêßëç 1000mg/m2 d1-5
Óéóðëáôßíç 20mg/m2 d1-5 (êÜèå 28 çìÝñåò)
ÐáêëéôáîÝëç 90mg/m2 d1 40% 15% ÄÁ 16

Óéóðëáôßíç 50mg/m2 d1 êÜèå 14 çìÝñåò
ÐáêëéôáîÝëç 200mg/m2 d1 óå 24ùñç Ýã÷õóç 46% 0% 3.9 ìÞíåò 15

Óéóðëáôßíç75mg/m2 d2 êÜèå 21çìÝñåò
(óõã÷ïñÞãçóçáõîçô. ðáñÜãïíôá)

Ó.Á.: ÓõíïëéêÞ áíôáðüêñéóç, Ð.Á.: ÐëÞñçò áíôáðüêñéóç, ÄÁ: Äåí áíáöÝñåôáé
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ABSTRACT

A. NIKOLAIDI, CH. MARKETOS, G. STAMOULIS, S. TSILIAKOS, D. TZANNINIS: Success-
ful management of metastatic esophageal adenocarcinoma with the combination of
paclitaxel and cicplatin - Review of the recent literature

Esophageal adenocarcinoma is the third most common malignancy of the gastrointestinal tract
with a rapidly rising incidence during the last decade. The case of a 75 year old white male
with metastatic esophageal adenocarcinoma is being presented who was successfully treated
with a combination of cisplatin and paclitaxel chemotherapy with a very good response. A
review of the recent literature indicates that combination chemotherapy with cisplatin and
paclitaxel is an attractive regimen given its ease of administration, acceptable toxicity profile,
symptomatic improvement, and overall satisfactory rate of tumor regression. Key words:
Esophageal adenocarcinoma, chemotherapy, paclitaxel, cisplatin. Forum of Clinical Oncology
1 (4):248-251, 2002.
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ÅÊÐÁÉÄÅÕÔÉÊÅÓ ÓÅËÉÄÅÓ

ÁóèåíÞò 79 åôþí ìå äéÜãíùóç.
Ìç Hodgkin’s ëåìöþìáôïò åê Â-êõôôÜñùí,
ðáñáðÝìðåôáé ãéá èåñáðåßá

Ç äéÜãíùóç åß÷å ôåèåß áðü âéïøßá âëÜâçò
ôïõ äÝñìáôïò ôçò ñÜ÷çò ðïõ Ýäåéîå: ÐëÞñç äéÞ-
èçóç ôïõ õðïäïñßïõ ëéðþäïõò éóôïý áðü Ýíá
êáêüçèåò íåüðëáóìá ìå ÷áñáêôÞñåò äéá÷ýôïõ Â-
ëåìöþìáôïò áðü ìåãÜëá êýôôáñá ôýðïõ êåíôñï-
âëáóôþí. Ôï ÷üñéï ôïõ äÝñìáôïò êáé ç åðéäåñìß-
äá äåí äéçèïýíôáé ÄéåíåñãÞèçêáí éóôï÷çìéêÝò
(Áéìáôïîõëßíçò -çùóßíçò, Äéêôýïõ,PAS) êáé áíï-
óïúóôï÷çìéêÝò ÷ñþóåéò (ÅÌÁ, Vim, B-cell, T-cell,
BerH-2, LeuM1, CD3, CD5, Ki-67)

Óôçí êëéíéêÞ åîÝôáóç äéáðéóôþèçêáí ôá åîÞò:
1) Õðïäüñéá äéÞèçóç äÝñìáôïò ñÜ÷çò äéáóôÜóåùí

10 × 8
2) Ëåìöáäåíéêü block äåîéÜò ìáó÷Üëçò 9×7
3) Äåîéüò ìáóôüò öëåãìïíþäçò ìå åéêüíá öëïéïý

ðïñôïêáëéïý üðùò öáßíåôáé óôéò 2 öùôïãñáößåò

Åñãáóôçñéáêüò Ýëåã÷ïò

CT èþñáêïò: ìáó÷áëéáßïò ëåìöáäÝíáò, õðÝñ-
ðõêíç äïìÞ ðÜíù áðü ôïí äåëôïåéäÞ ìõ

CT Üíù+êÜôù êïéëßáò áñíçôéêÞ
Ìõåëüãñáììá áñíçôéêü ãéá äéÞèçóç ìõåëïý
Ç ãåíéêÞ áßìáôïò êáé ï ðëÞñçò âéï÷çìéêüò

Ýëåã÷ïò Þóáí ìÝóá óôá öõóéïëïãéêÜ üñéá,
åêôüò áðü ôçí LDH=260.
MRI ìáó÷áëéáßáò ÷þñáò:
×ùñïêáôáêôçôéêÞ åîåñãáóßá ç ïðïßá åëÝã÷å-

ôáé óôï ýøïò ôçò äåîéÜò ùìïðëáôéáßáò ÷þñáò êáé
åðåêôåßíåôáé óôçí óýóôïé÷ï ìáó÷áëéáßá êõñßùò êáé
ôìçìáôéêÜ óôçí óýóôïé÷ï èùñáêéêÞ ÷þñá. Äéçèåß
ôìÞìáôá ôïõ õðïðëáôßïõ ìõüò. ÅëÝã÷åôáé áããåéï-
âñéèÞò, åíþ åíéó÷ýåôáé áíïìïéïãåíþò ìå ôï óêéá-
ãñáöéêü. Ìðïñåß íá áðïäïèåß óå óÜñêùìá ìáëá-
êþí ìïñßùí ùò åðß êáêïÞèïõò éíþäïõò éóôéïêõ-
ôþìáôïò

Ðåñéóôáôéêü ôçò Â´ ÐáèïëïãéêÞò-ÏãêïëïãéêÞò

ÊëéíéêÞò ôïõ Íïóïêïìåßïõ “¢ãéïò ÓÜââáò”

ÅðéìÝëåéá: ×ñÞóôïò Ðáíüðïõëïò
Õðåýèõíïé: Ì. ÂáóéëïìáíùëÜêçò, ×. Ðáíáãüðïõëïò
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Ðñïãñáììáôéóìüò

Ìáóôïãñáößá
FNA ìáó÷Üëçò
FNA ìáóôïý

Ìáóôïãñáößá:
Äåîéüò ìáóôüò: ðáñáôçñåßôáé ãåíéêåõìÝíç õðåñ-

ðëáóßá êáé äéáôáñá÷Þ ôçò áñ÷éôåêôïíéêÞò ôùí
éíùäþí óôïé÷åßùí ôïõ ìáóôïý êáèþò êáé ðÜ÷õí-
óç ôïõ äÝñìáôïò áõôïý.

 Ç áêôéíïëïãéêÞ åéêüíá óõíçãïñåß õðÝñ öëåã-
ìïíþäïõò íÝï-äéçèçôéêÞò åîåñãáóßáò

 Ðñïò åðéâåâáßùóç óõíéóôÜôáé FNA ôïõ ìá-
óôïý áðü äéáöïñåôéêÜ óçìåßá áõôïý.

Áñéóôåñüò ìáóôüò: êö
FNA ìáó÷Üëçò: ÁíåõñÝèçóáí êýôôáñá åðéèç-

ëéáêÞò ðñïÝëåõóçò !
 Äåí õðÜñ÷ïõí åõñÞìáôá ãéá ôçí óôÞñéîç ôçò

äéÜãíùóçò ôïõ NHL
FNA ìáóôïý: áñíçôéêÝò

Ðïéåò èá Þôáí êáôÜ ôç ãíþìç óáò ïé åíäåé-
êíõüìåíåò ðåñáéôÝñù äéáãíùóôéêÝò êáé
èåñáðåõôéêÝò åíÝñãåéåò;

ÁÐÁÍÔÇÓÇ

¼÷é âéïøßá!

Åê íÝïõ ëÞøç éóôïñéêïý: ðñïçãÞèçêå ç äéü-
ãêùóç ôçò ìáó÷Üëçò!

2ç áíÜãíùóç ôçò ìáóôïãñáößáò
ÄïêéìáóôéêÞ ÷ïñÞãçóç êïñôéæüíçò : åíôõðù-

óéáêÞ áíôáðüêñéóç ôüóï ôçò âëÜâçò ñÜ÷åùò üóï
êáé ôçò ìáó÷Üëçò êáé ôïõ ìáóôïý

Ìáóôïãñáößá: ÅÊÔÏÐÏÓ ÌÁÓÔÏÓ óôçí äå-
îéÜ ìáó÷áëéáßá ÷þñá!

Ëüãù ôïõ ïðïßïõ áíåõñÝèçêáí ôá åðéèçëéáêÜ
êýôôáñá óôçí äéá ëåðôÞò âåëüíçò êõôôáñïëïãéêÞ
åîÝôáóç ôçò ìáó÷áëéáßáò äéüãêùóçò

Èåñáðåßá

NHL õøçëÞò êáêïçèåßáò, óôáäßïõ É Å
Ðñïôåéíüìåíç èåñáðåßá: 3 CHOP (1+8) êáé

áêïëïýèùò ôïðéêÞ áêôéíïèåñáðåßá (involved field)
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ÂÇÌÁÔÉÓÌÏÉ

Õðåýèõíç óôÞëçò: ¸ëåíá ËéíÜñäïõ1, MD, PhD

ÍÝá ìåëþí ôçò ÅÏÐÅ

ÅêëïãÝò Äéäáêôéêïý Åðéóôçìïíéêïý Ðñïóùðéêïý

Áðü ôç óôÞëç áõôÞ óôÝëíïõìå ôá óõã÷áñçôÞ-
ñéá êáé ôéò åõ÷Ýò ìáò ãéá åðéôõ÷çìÝíç êáé ðÜíôá
äçìéïõñãéêÞ óôáäéïäñïìßá, óôïõò êÜôùèé äéáêå-
êñéìÝíïõò óõíáäÝëöïõò ðáèïëüãïõò ïãêïëüãïõò,
ãéá ôçí ðñüóöáôç åêëïãÞ ôïõò ùò ìÝëç ÄÅÐ:
- Ï ÌåëÝôéïò ÁèáíÜóéïò Äçìüðïõëïò åîåëÝãç

Ôáêôéêüò ÊáèçãçôÞò ÈåñáðåõôéêÞò ôïõ Ðáíå-
ðéóôçìßïõ Áèçíþí

- Ï Ãåþñãéïò Óáìþíçò åîåëÝãç Ôáêôéêüò Êáèç-
ãçôÞò Ðáèïëïãßáò Ëïéìùîéïëïãßáò ôïõ Ðáíå-
ðéóôçìßïõ ÊñÞôçò

- Ï ¢ñçò Ðïëýæïò åîåëÝãç ÁíáðëçñùôÞò Êá-
èçãçôÞò Ðáèïëïãßáò Ïãêïëïãßáò ôïõ Ðáíåðé-
óôçìßïõ Áèçíþí

Íåþôåñá ãéá ôçí åéäéêüôçôá ÐáèïëïãéêÞò
Ïãêïëïãßáò

¼ðùò åßíáé ãíùóôü ðñüóöáôá Ýãéíå ç Ýíáñîç
÷ïñÞãçóçò ôçò åéäéêüôçôáò ÐáèïëïãéêÞò Ïãêï-
ëïãßáò óå áíôßóôïé÷á íïóïêïìåéáêÜ ôìÞìáôá. ¸îé
(6) íÝåò èÝóåéò åéäéêåõïìÝíùí ðáèïëïãéêÞò ïãêï-
ëïãßáò ðñïêçñý÷èçêáí ãéá ôéò ïãêïëïãéêÝò êëéíé-
êÝò ôïõ áíôéêáñêéíéêïý Íïóïêïìåßïõ “¢ãéïò ÓÜâ-
âáò”. Ç ðñïèåóìßá õðïâïëÞò áéôÞóåùí ëÞãåé óôéò
28/01/03, åíþ ç êëÞñùóç ãéá ôçí ðëÞñùóç ôùí
íÝùí áõôþí èÝóåùí èá ãßíåé óôéò 5/3/03.

ÍÝá áð´üëï ôïí êüóìï

ÁíáóôïëÞ êëéíéêþí ìåëåôþí ãïíéäéáêÞò èåñá-
ðåßáò

Ðñüóöáôá ôï FDA (Food and Drug Administra-
tion) ðÞñå ôçí áéöíéäéáóôéêÞ áðüöáóç íá áíá-
óôåßëåé 27 êëéíéêÝò ìåëÝôåò ãïíéäéáêÞò èåñáðåßáò
ðïõ áöïñïýí áñêåôÝò åêáôïíôÜäåò áóèåíþí, ìåôÜ
ôçí äåýôåñç áíáöïñÜ åìöÜíéóçò êëéíéêÞò óõí-
äñïìÞò ðïõ ðñïóïìïéÜæåé ëåõ÷áéìßá, óå ðáéäß ðïõ

óõììåôåß÷å óå ìßá áðü ôéò ìåëÝôåò ãïíéäéáêÞò
èåñáðåßáò óôç Ãáëëßá. ÊáíÝíáò áðü ôïõò áóèå-
íåßò ðïõ ëáìâÜíïõí ìÝñïò óôéò áìåñéêáíéêÝò ìå-
ëÝôåò ãïíéäéáêÞò èåñáðåßáò äåí Ý÷åé åìöáíßóåé
ðáñüìïéåò ðáñåíÝñãåéåò, ðáñüëá áõôÜ êñßèçêå
óêüðéìï íá áíáóôáëåß ðñïóùñéíÜ ç óõíÝ÷éóç ôùí
ìåëåôþí áõôþí Ýùò üôïõ åêôéìçèïýí ëåðôïìå-
ñþò ïé êßíäõíïé êáé ôá ðñïóäïêþìåíá ïöÝëç. Ç
áíáóôáëôéêÞ áõôÞ áðüöáóç åßíáé ç óçìáíôéêüôå-
ñç üóïí áöïñÜ ôï ÷þñï ôùí ãïíéäéáêþí èåñá-
ðåéþí ôá ôåëåõôáßá ÷ñüíéá. ¸ñ÷åôáé äå íá ðñï-
óèÝóåé Üëëï Ýíá ôáñáêïýíçìá óå Ýíá ÷þñï ðïõ
áêüìç äåí Ý÷åé áíáëÜâåé áðü ôï èÜíáôï åíüò
åöÞâïõ ôï 1999 ðïõ óõììåôåß÷å óå ìåëÝôç ãïíé-
äéáêÞò èåñáðåßáò óôï ÐáíåðéóôÞìéï ôçò Ðåíóõë-
âáíßáò êáé áðü ôçí ðñþôç ðåñßðôùóç ëåõ÷áéìßáò
óå Ýíá ðáéäß óôç Ãáëëßá ðñï åíüò Ýôïõò. Ïé ìåëÝ-
ôåò ãïíéäéáêÞò èåñáðåßáò óôç Ãáëëßá Ý÷ïõí ìü-
ëéò áñ÷ßóåé íá áðïäßäïõí ìåôÜ áðü ìßá äåêáåôßá
áðïôõ÷éþí. Ç óõãêåêñéìÝíç ìåëÝôç áöïñÜ ôç
ãïíéäéáêÞ ìåôáöïñÜ ãéá ôç èåñáðåßá ìßáò óðá-
íéüôáôçò êëçñïíïìïýìåíçò ìïñöÞò áíïóïáíåðÜñ-
êåéáò, ðïõ óôçí ðëåéïíüôçôá ôùí ðåñéðôþóåùí
åßíáé èáíáôçöüñïò êáé ìÜëéóôá óå ðïëý ìéêñÞ
çëéêßá (X-linked severe combined immunodeficiency,
X-SCID). ÅííÝá áðü ôá 11 íåáñÜ ðáéäéÜ ðïõ óõì-
ìåôåß÷áí óôéò ìåëÝôåò ìåôáöïñÜò ãïíéäßïõ ãéá
ôç èåñáðåßá áõôÞò ôçò íüóïõ, êáôÜöåñáí íá âãïõí
áðü ôï íïóïêïìåßï êáé íá Ý÷ïõí ìßá ó÷åäüí öõ-
óéïëïãéêÞ æùÞ. Äõóôõ÷þò, äýï áðü áõôÜ Ý÷ïõí
ôþñá áíáðôýîåé ëåõ÷áéìßá. Ïé ìåëÝôåò ðïõ äéáêü-
ðçêáí óôçí ÁìåñéêÞ áðïôåëïýí ôï ðåñßðïõ 15%
ôùí ìåëåôþí ãïíéäéáêÞò èåñáðåßáò ðïõ âñßóêï-
íôáé óå åîÝëéîç ðáãêïóìßùò êáé ðåñßðïõ ôï ìéóü
áõôþí ðïõ áöïñïýí ôç ÷ñÞóç ñåôñïúþí ãéá ôç
ìåôáöïñÜ ãïíéäßùí óå ðåñéöåñéêÜ ðñüäñïìá áé-
ìïðïéçôéêÜ êýôôáñá (stem cells). Ðáñüìïéá áíá-
óôïëÞ ãéá 4 ôïõëÜ÷éóôïí ìÞíåò üëùí ôùí êëéíé-
êþí ìåëåôþí ãïíéäéáêÞò èåñáðåßáò áíáêïßíùóå
êáé ôï Éôáëéêü Õðïõñãåßï Õãåßáò, ðïõ óõãêåêñéìÝ-
íá áöïñÜ ôéò ìåëÝôåò åêåßíåò ðïõ ÷ñçóéìïðïéïýí
óõóôÞìáôá ìåôáöïñÜò ñåôñïúþí. ÐïëëÝò áðü ôéò
ìåëÝôåò ðïõ Ý÷ïõí äéáêïðåß äéåèíþò áöïñïýí
èåñáðåßá áóèåíþí ìå AIDS Þ íåïðëáóßåò. Áðï-
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öáóßóôçêå Ýôóé íá åîåôÜæïíôáé áíÜ ðåñßðôùóç ïé
åíäåßîåéò êáé ïé êßíäõíïé êáé óå êÜðïéåò ðåñéðôþ-
óåéò íá äßíåôáé åîáôïìéêåõìÝíá Ýãêñéóç ãéá óõíÝ-
÷éóç ôçò èåñáðåßáò. Ç åðéóôçìïíéêÞ åîÞãçóç ðïõ
äüèçêå ãéá ôçí ðñþôç ðåñßðôùóç ëåõ÷áéìßáò Þôáí
ï õðáñêôüò èåùñçôéêüò êßíäõíïò ï ñåôñïúüò ðïõ
÷ñçóéìïðïéåßôáé óáí öïñÝáò ôïõ ãïíéäßïõ íá âñå-
èåß ðïëý êïíôÜ óå Ýíá ïãêï-ãïíßäéï êáé ãéá êÜ-
ðïéï ëüãï íá ôï åíåñãïðïéÞóåé. Áí êáé ï ëüãïò
ãéá ôçí ðñüóöáôç äåýôåñç ðåñßðôùóç ëåõ÷áé-
ìßáò äåí Ý÷åé áêüìç äïèåß åðßóçìá, öáßíåôáé üôé
åßíáé ï ßäéïò. ÌÝ÷ñé ôþñá ç åðéóôçìïíéêÞ êïéíü-
ôçôá ðßóôåõå üôé ï êßíäõíïò êáñêéíï-ãÝíåóçò Þôáí
ðïëý ìéêñüò ìå áõôÝò ôéò ôå÷íéêÝò. ºóùò ðñüêåé-
ôáé âÝâáéá ãéá êÜðïéï ðïëý åéäéêü áßôéï óôçí óõ-
ãêåêñéìÝíç ãáëëéêÞ ìåëÝôç Þ ãéá Ýíá ãåíéêüôåñï
ðñüâëçìá ìå ôï óýóôçìá ôùí ñåôñïúþí, ãåãïíüò
åßíáé üìùò üôé óå êáíÝíá Üëëï áóèåíÞ óå ðáñü-
ìïéåò ìåëÝôåò äåí Ý÷ïõí åìöáíéóôåß ôÝôïéåò ðá-
ñåíÝñãåéåò. Ôï ìÝãåèïò ôçò áðüöáóçò ôïõ FDA
ãéá áíáóôïëÞ ôùí ìåëåôþí ßóùò åßíáé ðïëý åðé-
âáñõíôéêü ãéá ôçí åîÝëéîç óôçí Ýñåõíá ãïíéäéá-
êþí èåñáðåéþí. ¼ìùò åßíáé ðïëý óçìáíôéêü íá
åêôéìçèïýí óùóôÜ üëá ôá äåäïìÝíá áõôþí ôùí
ìåëåôþí êáé íá æõãéóôïýí ìå áõóôçñüôçôá ôá
ïöÝëç Ýíáíôé ôùí êéíäýíùí. ºóùò ç áðüöáóç áõôÞ
ôïõ FDA íá åßíáé ç áöïñìÞ ãéá ìéá áíáãêáßá
óôÜóç åðáíåêôßìçóçò êáé ðñïóåêôéêüôåñïõ ó÷å-
äéáóìïý óôï äñüìï ðïõ Ý÷åé áíïßîåé ïëïôá÷þò
êáé áíåðéóôñåðôß ãéá ôçí áíÜðôõîç ôùí åíôõðù-
óéáêþí áõôþí èåñáðåõôéêþí óôñáôçãéêþí.

ÖéëáíèñùðéêÝò áíôéêáñêéíéêÝò åôáéñåßåò
êçñýóóïõí ðáãêüóìéï ðüëåìï êáôÜ
ôïõ êáðíßóìáôïò

Áêïëïõèþíôáò ôçí ðñüóöáôç áðüöáóç ôçò
Ðáãêüóìéáò ÏñãÜíùóçò Õãåßáò (WHO) íá óõíôï-
íßóåé ôçí Ýêäïóç ìßáò ðáãêüóìéáò êïéíÞò áðüöá-
óçò êáôÜ ôïõ êáðíßóìáôïò, äýï áðü ôéò ìåãáëý-
ôåñåò áíôéêáñêéíéêÝò öéëáíèñùðéêÝò åôáéñåßåò
(cancer charities) áðïöÜóéóáí íá óõììá÷Þóïõí
åíÜíôéá óôçí ðáãêüóìéá áðåéëÞ ôïõ êáðíßóìáôïò.
Ç ÁìåñéêáíéêÞ ÁíôéêáñêéíéêÞ Åôáéñåßá (American
Cancer Society) êáé ç ÂñåôáíéêÞ Åôáéñåßá ¸ñåõ-
íáò êáôÜ ôïõ êáñêßíïõ (Cancer Research Cam-
paign, U.K.) áðïöÜóéóáí íá îåêéíÞóïõí ìéá êïéíÞ
ðáãêüóìéá êáìðÜíéá åíÜíôéá óôï áßôéï ðÝíôå åêá-
ôïììõñßùí èáíÜôùí åôçóßùò, ôï êÜðíéóìá. Áí ïé
óçìåñéíÝò óôáôéóôéêÝò óõíå÷éóôïýí, õðïëïãßæåôáé
üôé ðåñßðïõ 500 åêáôïììýñéá Üíèñùðïé åí æùÞ
óÞìåñá èá ðåèÜíïõí ðñüùñá êáé Üóêïðá áðü
íüóïõò ó÷åôéæüìåíïõò ìå ôïí êáðíü. Ôï êÜðíé-

óìá åßíáé ôï ìïíáäéêü óçìáíôéêüôåñï áßôéï èáíÜ-
ôïõ ðïõ ìðïñåß íá ðñïëçöèåß. Ç ðáãêüóìéá êá-
ìðÜíéá èá ðåñéëáìâÜíåé ìÝôñá êáôÜ ôçò äéáöÞìé-
óçò ôïõ êáðíïý, êáôáðïëÝìçóçò ôçò ðáñÜíïìçò
åéóáãùãÞò êáðíïý êáé óçìáíôéêÜ ìÝôñá ðñïóôá-
óßáò êáé ðñüëçøçò ãéá ôç íåïëáßá. Ç Ðáãêüóìéá
ÏñãÜíùóç Õãåßáò (WHO) ðñïâëÝðåé üôé ïé èÜíá-
ôïé ó÷åôéæüìåíïé ìå ôï êÜðíéóìá èá áããßîïõí ôá
10 åêáôïììýñéá åôçóßùò ìÝ÷ñé ôï 2020, ìå ðå-
ñéóóüôåñï áðü ôï 70% ôùí èõìÜôùí íá áöïñïýí
ôéò áíåðôõãìÝíåò ÷þñåò. Ç êßíçóç ôùí öéëáí-
èñùðéêþí åôáéñåéþí áöïñÜ åðßóçò êáé ôçí ðñï-
óöïñÜ äùñåþí ýøïõò Ýùò êáé $10,000 áíÜ Ýôïò
ãéá áíôé-êáðíéóôéêÝò êáìðÜíéåò óå 12 áíáðôõó-
óüìåíåò ÷þñåò êáèþò êáé óõìâïõëÝò, êáèïäÞãç-
óç êáé ôå÷íéêÞ õðïóôÞñéîç óôá ðñïôåéíüìåíá
ðñïãñÜììáôá, óå ìéá ðñïóðÜèåéá íá âïçèçèïýí
ïõóéáóôéêÜ ïé ÷þñåò áõôÝò óôç ìÜ÷ç åíÜíôéá óôçí
åðéäçìßá ôùí íüóùí ðïõ ó÷åôßæïíôáé ìå ôï êÜ-
ðíéóìá.

Ôá óçìáíôéêüôåñá ôùí ðñüóöáôùí óõíåäñßùí

25th Annual San Antonio Breast Cancer
Symposium
11-14 Äåêåìâñßïõ 2002, San Antonio, Texas, ÇÐÁ

· Íåþôåñá äåäïìÝíá áðü ôç ìåëÝôç ATAC: áðï-
ôåëÝóìáôá ìåôÜ áðü 47 ìÞíåò

Ç ìåëÝôç ATAC (Arimidex, Tamoxifen, Alone or
in Combination) áðïôåëåß ôç ìåãáëýôåñç Ýùò ôþñá
ìåëÝôç óýãêñéóçò ïñìïíïèåñáðåßáò óáí ðñþôçò
ãñáììÞò èåñáðåßá óå ìåôáåììçíïðáõóéáêÝò ãõ-
íáßêåò ìå ìåôáóôáôéêü êáñêßíï ìáóôïý. Ç ìåëÝôç
ó÷åäéÜóôçêå ãéá íá åêôéìÞóåé ôçí áðïôåëåóìáôé-
êüôçôá ôçò áíáóôñïæüëçò êáé ôçò ôáìïîéöÝíçò
ìüíçò, Þ óå óõíäõáóìü, óôá 5 ÷ñüíéá ðáñáêïëïý-
èçóçò. ÓõíïëéêÜ 9366 áóèåíåßò Ýëáâáí ìÝñïò óôç
ìåëÝôç, 3125 ôõ÷áéïðïéÞèçêáí íá ëÜâïõí áíá-
óôñïæüëç 1mg, 3116 íá ëÜâïõí ôáìïîéöÝíç 20mg,
åíþ 3125 áóèåíåßò Ýëáâáí ôï óõíäõáóìü ôùí
äýï áõôþí öáñìÜêùí. Ôá áñ÷éêÜ áðïôåëÝóìáôá
äçìïóéåýèçêáí ôïí Éïýíéï 2002, ìå äéÜìåóç ðá-
ñáêïëïýèçóç 33.3 ìÞíåò, êáé áíÝäåéîáí ðïóïóôü
89.4% åëåýèåñç íüóïõ åðéâßùóç ãéá ôçí ïìÜäá
ôçò áíáóôñïæüëçò Ýíáíôé 87.4% ãéá ôçí ïìÜäá
ôçò ôáìïîéöÝíçò (hazard ratio 0.83, p=.013). Óôï
öåôéíü óõìðüóéï ôïõ San Antonio áíáêïéíþèçêáí
íåþôåñá áðïôåëÝóìáôá ìåôÜ áðü äéÜìåóç ðáñá-
êïëïýèçóç 47 ìçíþí. Óýìöùíá ìå ôïõò åñåõíç-
ôÝò, öáßíåôáé üôé ç õðåñï÷Þ ôçò áíáóôñïæüëçò
äéáôçñåßôáé êáé ìå ôç ìáêñýôåñç ðáñáêïëïýèçóç.
¼ðùò êáé ìå ôá ðñïçãïýìåíá áðïôåëÝóìáôá, ç
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ìåßùóç óôç óõ÷íüôçôá åìöÜíéóçò êáñêßíïõ óôïí
Üëëï ìáóôü ìå ôçí áíáóôñïæüëç Þôáí ðéï åìöá-
íÞò óôçí ïìÜäá ôùí áóèåíþí ìå èåôéêïýò ïñìï-
íéêïýò õðïäï÷åßò. Ïé åêôéìÞóåéò ãéá ôçí åëåýèå-
ñç íüóïõ åðéâßùóç óôá 4 ÷ñüíéá Þôáí 86.9% ãéá
ôçí áíáóôñïæüëç êáé 84.5% ãéá ôçí ôáìïîéöÝíç.
Ç áðüëõôç äéáöïñÜ ìåôáîý ôùí ïìÜäùí óõíÝ÷éæå
íá áõîÜíåôáé ìå ôï ÷ñüíï, áí êáé ôá äåäïìÝíá
äåí åßíáé áêüìç åðáñêþò þñéìá ãéá áóöáëÞ áíÜ-
ëõóç ôçò óõ÷íüôçôáò åìöÜíéóçò áðïìáêñõóìÝ-
íçò õðïôñïðÞò. ¼óïí áöïñÜ ôéò ðáñåíÝñãåéåò,
öáßíåôáé üôé ç áíáóôñïæüëç ó÷åôßæåôáé ìå ëéãü-
ôåñåò äéáêïðÝò ôçò èåñáðåßáò ëüãù ôïîéêüôçôáò
(5.6% Ýíáíôé 8.1% ãéá ôçí ôáìïîéöÝíç), åíþ ç
óõ÷íüôçôá åìöÜíéóçò êáôáãìÜôùí êáé ìõïóêåëå-
ôéêþí óõìðôùìÜôùí åõíïåß ôçí ôáìïîéöÝíç, ðáñÜ
ôï ãåãïíüò üôé äåí õðÞñ÷å áýîçóç óôïí êßíäõíï
êáôáãìÜôùí ìåôÜ áðü èåñáðåßá ìå áíáóôñïæüëç.
ÃåíéêÜ, ïé ó÷åôéêïß êßíäõíïé Þôáí ðáñüìïéïé ìå ôá
ðñïçãïýìåíá äçìïóéåõìÝíá áðïôåëÝóìáôá, õðï-
äåéêíýïíôáò üôé ôï ðñïößë ôïîéêüôçôáò óõíå÷ßæåé
íá ðáñáìÝíåé åõíïúêüôåñï ãéá ôçí áíáóôñïæüëç.
ÓõìðåñáóìáôéêÜ, ç íåþôåñç áíÜëõóç ôçò ìåëÝ-
ôçò áíáäåéêíýåé ôçí õðåñï÷Þ ôçò áíáóôñïæüëçò
Ýíáíôé ôçò ôáìïîéöÝíçò, üóïí áöïñÜ ôçí åëåýèå-
ñç íüóïõ åðéâßùóç, ôïí ÷ñüíï õðïôñïðÞò êáé
ôçí åìöÜíéóç êáñêßíïõ óôïí Üëëï ìáóôü, êáèþò
êáé ãåíéêÜ óôï ðñïößë ôïîéêüôçôáò.

· Ç Ýíôáóç ôçò äüóçò âåëôéþíåé ôçí Ýêâáóç
ôçò ÷çìåéïèåñáðåßáò

Óýìöùíá ìå áíáêïéíþóåéò áðü äýï ó÷åôéêÝò
ìåëÝôåò óôï San Antonio, ç áýîçóç ôçò Ýíôáóçò
ôçò äüóçò ôçò ÷çìåéïèåñáðåßáò, ü÷é ìüíï ìåéþ-
íåé ôï ÷ñüíï ôùí ó÷çìÜôùí, áëëÜ âåëôéþíåé êáé
ôç óõíïëéêÞ Ýêâáóç. Ç ðñþôç ìåëÝôç áöïñïýóå
2005 ãõíáßêåò ìå êáñêßíï ìáóôïý êáé èåôéêïýò
ëåìöáäÝíåò, ðïõ ôõ÷áéïðïéÞèçêáí óå ôÝóóåñá
äéáöïñåôéêÜ ó÷Þìáôá èåñáðåßáò, åíþ ç äåýôåñç
ìåëÝôç ðåñéåëÜìâáíå 183 áóèåíåßò. Ìå âÜóç ôï
èåùñçôéêü ìïíôÝëï ôçò õðüèåóçò ôùí Norton-
Simon, ç åíôáôéêÞ èåñáðåßá (dose-dense) åðéôõã-
÷Üíåé ôç ÷ïñÞãçóç äüóåùí ÷çìåéïèåñáðåßáò ðéï
óõ÷íÜ, êáôáëÞãïíôáò óå âåëôßùóç ôçò åðéâßùóçò
êáôÜ 31% óå óýãêñéóç ìå óõìâáôéêÜ ó÷Þìáôá
÷çìåéïèåñáðåßáò, ÷ùñßò åðéâÜñõíóç óå ôïîéêüôç-
ôá. Ç ìåëÝôç áõôÞ áðü ôçí ïìÜäá Cancer and
Leukemia Group B ôïõ National Cancer Institute
Breast Intergroup, ôõ÷áéïðïßçóå 2005 ãõíáßêåò
ìå êáñêßíï ìáóôïý êáé èåôéêïýò ëåìöáäÝíåò, óôéò
ðáñáêÜôù ïìÜäåò óõìðëçñùìáôéêÞò ÷çìåéïèåñá-
ðåßáò. Äýï ïìÜäåò Ýëáâáí A (Adriamycin), T (Pa-

clitaxel), C (Cyclophosphamide), óå áêïëïõèßá (se-
quentially), óå êýêëïõò äýï Þ ôñéþí åâäïìÜäùí.
Ïé Üëëåò äýï ïìÜäåò Ýëáâáí ôáõôü÷ñïíá ÁC,
áêïëïõèïýìåíï áðü Ô, åðßóçò óå êýêëïõò äýï Þ
ôñéþí åâäïìÜäùí. Ïé áóèåíåßò ðïõ Ýëáâáí ôá
åíôáôéêÜ ó÷Þìáôá ôùí äýï åâäïìÜäùí, êáëýöèç-
êáí ìå áõîçôéêü ðáñÜãïíôá ðñïëçðôéêÜ (G-CSF).
ÌåôÜ áðü ôÝóóåñá ÷ñüíéá ðáñáêïëïýèçóç, ç åëåý-
èåñç íüóïõ åðéâßùóç Þôáí 82% ãéá ôéò áóèåíåßò
ðïõ Ýëáâáí ôá åíôáôéêÜ ó÷Þìáôá, êáé 75% ãéá
åêåßíåò ðïõ Ýëáâáí óõìâáôéêÞ ÷çìåéïèåñáðåßá.
ÓõíïëéêÞ 3-åôÞò åðéâßùóç Þôáí 92% êáé 90%,
áíôßóôïé÷á. Ïé åñåõíçôÝò äå, Þôáí áéóéüäïîïé üôé
ïé äéáöïñÝò áõôÝò èá áõîçèïýí ìå ôç ìáêñü÷ñï-
íç ðáñáêïëïýèçóç, ðÜíôá õðÝñ ôùí åíôáôéêþí
ó÷çìÜôùí. ¼óïí áöïñÜ ôéò ðáñåíÝñãåéåò, ôá
åíôáôéêÜ ó÷Þìáôá äåí åìöÜíéóáí õøçëüôåñç ôï-
îéêüôçôá óå ó÷Ýóç ìå ôçí óõìâáôéêÞ èåñáðåßá,
åíþ ç óõ÷íüôçôá ïõäåôåñïðåíßáò Þôáí ìéêñüôå-
ñç. Ôá áðïôåëÝóìáôá áõôÜ åßíáé ðïëý óçìáíôéêÜ,
ìéá êáé üëåò ïé áóèåíåßò Ýëáâáí ôçí ßäéá áôïìéêÞ
êáé óõíïëéêÞ äüóç ôïõ êÜèå öáñìÜêïõ, ç ìüíç
äéáöïñÜ áöïñïýóå ôá ìåóïäéáóôÞìáôá ìåôáîý
êýêëùí èåñáðåßáò, êáé öáßíåôáé üôé áõôÞ êáé ìüíï
ç äéáöïñÜ ìðïñåß íá Ý÷åé Ýíá ðïëý óçìáíôéêü
èåôéêü áðïôÝëåóìá óôçí åðéâßùóç. Ôá áðïôåëÝ-
óìáôá áõôÜ åðéâåâáéþèçêáí êáé áðü ìßá Üëëç ìé-
êñüôåñç ìåëÝôç ðïõ åðßóçò áíáêïéíþèçêå óôï
San Antonio. Ç ìåëÝôç áõôÞ áðü ðáíåðéóôçìéáêÜ
êÝíôñá ôçò Ãåñìáíßáò, áöïñïýóå 173 áóèåíåßò
ìå êáñêßíï ìáóôïý õøçëïý êéíäýíïõ, ðïõ ôõ÷áéï-
ðïéÞèçêáí íá ëÜâïõí åßôå åíôáôéêÞ áíÜ 2 åâäï-
ìÜäåò èåñáðåßá ìå AC åßôå óõìâáôéêÞ óõìðëç-
ñùìáôéêÞ ÷çìåéïèåñáðåßá ìå AC. Ôá 5-åôÞ áðï-
ôåëÝóìáôá Þôáí óçìáíôéêÜ êáëýôåñá ãéá ôéò áóèå-
íåßò åêåßíåò ðïõ Ýëáâáí ôçí åíôáôéêÞ èåñáðåßá.

44th Annual Meeting of the American Society
of Haematology (ASH), 6-10 Äåêåìâñßïõ
2002, ÖéëáäÝëöåéá, ÐåíóõëâÜíéá, ÇÐÁ

· Íåþôåñá äåäïìÝíá ãéá ôï Gleevec

Ï áñéèìüò ôùí áíáêïéíþóåùí ðïõ áöïñïýóáí
ôï Gleevec åß÷å öÝôïò áõîçèåß ëïãáñéèìéêÜ óå
ó÷Ýóç ìå ôï ðñïçãïýìåíï óõíÝäñéï, êáé îåðåñ-
íïýóå ôéò 170 (!). Áíáêïéíþèçêáí ôá ôåëåõôáßá
äåäïìÝíá ôçò ìåãÜëçò öÜóçò ÉÉÉ ìåëÝôçò óå ÷ñï-
íßá ìõåëïãåíÞ ëåõ÷áéìßá, IRIS (International Ran-
domised Interferon-alfa vs STI571), ðïõ åß÷áí
áñ÷éêÜ áíáêïéíùèåß óôï ASCO ôçí Üíïéîç ôïõ
2002. ÓõíïëéêÜ 1106 áóèåíåßò ìå íåïäéáãíùóèåßóá
×ÌË, ôõ÷áéïðïéÞèçêáí íá ëÜâïõí Gleevec 400mg
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p.o. çìåñçóßùò Ýíáíôé õðïäüñéáò Interferon-alfa
(5 million units çìåñçóßùò) êáé õðïäüñéáò cytosine
arabinoside (20mg/m2 ãéá 10 çìÝñåò, óå êÜèå
êýêëï èåñáðåßáò). Crossover óôï Üëëï óêÝëïò ôçò
ìåëÝôçò Þôáí åðéôñåðôü åöüóïí õðÞñ÷å áðïôõ-
÷ßá Þ ìç áíï÷Þ ôçò áñ÷éêÞò èåñáðåßáò. ÂÝâáéá,
ðåñßðïõ óôç ìÝóç áõôÞò ôçò ìåëÝôçò ìå âÜóç ôá
áíáêïéíùèÝíôá áðïôåëÝóìáôá óçìáíôéêÞò õðåñï-
÷Þò ôïõ Gleevec ôï FDÁ Ýäùóå Ýãêñéóç ãéá ôç
÷ñÞóç ôïõ Gleevec óôçí ðñþôç ãñáììÞ èåñá-
ðåßáò ãéá ×ÌË, ìå áðïôÝëåóìá óçìáíôéêüò áñéè-
ìüò áóèåíþí íá ðåñÜóåé óôï crossover ÷ùñßò íá
ðëçñåß ôá ðáñáðÜíù êñéôÞñéá. ÐëÞñçò áéìáôïëï-
ãéêÞ áíôáðüêñéóç Þôáí 97% ãéá ôï Gleevec Ýíá-
íôé 69% ãéá ôçí Interferon/Ara-C (p=.001), åíþ ç
ðëÞñçò êõôôáñïãåíåôéêÞ áíôáðüêñéóç Þôáí 76%
êáé 14%, áíôßóôïé÷á (p<.001). Ç åëåýèåñç íüóïõ
åðéâßùóç óôïõò 18 ìÞíåò ðáñáêïëïýèçóçò, Þôáí
92.3% êáé 73.6%, áíôßóôïé÷á (p<.001). Ïé óïâá-
ñÝò ôïîéêüôçôåò (grade 4) Þôáí óðÜíéåò êáé óôá
äýï óêÝëç, åíþ Þôáí óôáôéóôéêÜ óõ÷íüôåñåò ïé
ôïîéêüôçôåò grade 3 óôï óêÝëïò ôçò Interferon/
Ara-C. Áðü ôéò 31 Éïõëßïõ 2002, 86% ôùí áóèå-
íþí ðáñÝìåéíáí óôï óêÝëïò ôïõ Gleevec, åíþ
ìüíï 11% óõíÝ÷éóáí íá ëáìâÜíïõí Interferon/Ara-
C, ìå áðïôÝëåóìá íá åßíáé ðïëý äýóêïëï ðéá íá
äïèïýí êáèáñÝò óõãêñßóåéò üóïí áöïñÜ ôçí óõ-
íïëéêÞ åðéâßùóç. Ãéá ôçí þñá ôá äåßãìáôá ôùí
áóèåíþí áíáëýïíôáé ìå PCR, ìéá êáé áíáöÝñèç-
êáí ìïñéáêÜ ß÷íç ×ÌË óå êýôôáñá ðïõ åß÷áí äïèåß
êõôôáñïãåíåôéêÜ êáèáñÜ. ÁíáìÝíïíôáé ìå áãùíßá
ôá áðïôåëÝóìáôá áõôþí ôùí áíáëýóåùí, ðïõ èá
äåßîïõí áí ôï Gleevec ìðïñåß íá åîáöáíßóåé êÜèå
ß÷íïò ôçò íüóïõ, óõó÷åôßæïíôáò ôéò ìïñéáêÝò áíôá-
ðïêñßóåéò ìå ôéò êõôôáñïãåíåôéêÝò.

American Association for Cancer Research
(AACR) International Conference on Molecul-
ar and Genetic Epidemiology of Cancer,
18-23 Éáíïõáñßïõ, 2003, Waikoloa, Hawaii

· ÐñïäéÜèåóç ãéá êáñêßíï: o ñüëïò ôùí ãïíé-
äßùí, ôïõ ðåñéâÜëëïíôïò êáé ôçò äéáôñïöÞò

Óôï ðïëý åíäéáöÝñïí áõôü óõíÝäñéï áíáöÝñ-
èçêáí ôá óçìáíôéêüôåñá ðñüóöáôá äåäïìÝíá üóïí
áöïñÜ ôéò ãíþóåéò ìáò ãéá ôá ðñïäéáèåóéêÜ áßôéá
ôïõ êáñêßíïõ. Áíáëýèçêáí ìåñéêÝò áðü ôéò âáóé-
êÝò áñ÷Ýò óå áõôü ôï íÝï ÷þñï Ýñåõíáò óôïí
êáñêßíï, üðùò ðþò ïñßæåôáé ìßá êáñêéíïãüíïò
ïõóßá, ðïéåò åßíáé ïé ìÝèïäïé áíáãíþñéóçò êáñêé-
íïãüíùí, ôñüðïé ðïóïôéêÞò ðñïóÝããéóçò ôçò êáñ-
êéíïãüíïõ äõíáôüôçôáò ìßáò ïõóßáò, êáèþò êáé

óôáôéóôéêÝò ìÝèïäïé. Ìßá áðü ôéò ðéï êëáóóéêÝò
ìåèüäïõò åßíáé ç ðïóïôéêïðïßçóç ôùí ëåãüìå-
íùí DNA adducts, ôùí óõìðëåãìÜôùí ìå ôï DNA
ðïõ äçìéïõñãïýí ðïëëÜ êáñêéíïãüíá. Áðü ôéò
íåþôåñåò ìåèüäïõò, ç ôå÷íéêÞ ôùí ìéêñïóõóôïé-
÷éþí (microarrays) êáèþò êáé ïé ôå÷íéêÝò ðñù-
ôåïìéêÞò, áíáìÝíåôáé üôé èá ïäçãÞóïõí óôçí áíÜ-
ðôõîç ðïëëáðëþí áðïôåëåóìáôéêþí êáé ðïëý ïé-
êïíïìéêüôåñùí ôùí ôùñéíþí, åîåôÜóåùí ãéá êáñ-
êéíïãüíá. Áðü ôéò ðïëëÝò êáé åíäéáöÝñïõóåò ìå-
ëÝôåò ðïõ áíáêïéíþèçêáí, áíáöÝñïíôáé åíäåéêôé-
êÜ ìåëÝôåò ðïõ óõó÷Ýôéóáí ôéò åèíéêÝò äéáöïñÝò
óôçí åìöÜíéóç êáñêßíïõ ðíåýìïíá ìå ðåñéâáëëï-
íôéêÝò äéáöïñÝò áëëÜ êáé óçìáíôéêÝò ãïíéäéáêÝò
äéáöïñÝò, ð.÷. óõãêåêñéìÝíïò ðïëõìïñöéóìüò óôï
BRCA1 åìöáíßæåôáé ðïëý óõ÷íüôåñá óå Ëáôéíï-
Áìåñéêáíïýò óå ó÷Ýóç ìå Áöñéêáíïýò-Áìåñéêá-
íïýò, êáé óõó÷åôßæåôáé áðüëõôá ìå Üëëåò ðåñé-
âáëëïíôéêÝò äéáöïñÝò ìåôáîý ôïõò êáé óáöþò ìå
äéáöïñÝò óôç óõ÷íüôçôá åìöÜíéóçò êáñêßíïõ
ðíåýìïíá. Áñêåôïß åñåõíçôÝò áíáêïßíùóáí ìåëÝ-
ôåò áíáæÞôçóçò áíôéêáñêéíïãüíùí ïõóéþí óå äéá-
ôñïöéêÜ ðñïéüíôá. ÅíäéáöÝñïõóá Þôáí ç ðáñáôÞ-
ñçóç üôé óå ÷ëùñÜ ôìÞìáôá ìðñüêïëïõ õðÜñ-
÷ïõí áõîçìÝíåò ðïóüôçôåò ìßáò ïõóßáò ëåãüìå-
íçò óïõëöïñáöÜíçò, ðïõ Ý÷åé ðáñüìïéá äñÜóç
ìå ôï áíôéïîåéäùôéêü öÜñìáêï oltipraz, ðïõ Ý÷åé
ìåëåôçèåß óáí ÷çìåéïðñïöýëáîç óå ðëçèõóìïýò
ìå õøçëÜ ðïóïóôÜ áöëáôïîéíþí óôç äéáôñïöÞ,
êáé êáô’ åðÝêôáóç õøçëÜ ðïóïóôÜ çðáôïêõôôáñé-
êïý êáñêßíïõ. ÐñïêáôáñêôéêÜ áðïôåëÝóìáôá Ýäåé-
îáí üôé ç ÷ïñÞãçóç 120 ìë åê÷õëßóìáôïò ìðñü-
êïëïõ êáèçìåñéíÜ ìðïñåß íá ÷ñçóéìïðïéçèåß áóöá-
ëþò óáí ÷çìåéïðñïöýëáîç óå ðëçèõóìïýò ìå
õøçëü êßíäõíï çðáôïêõôôáñéêïý êáñêßíïõ (ð.÷,
óôçí Êßíá). ÁíáìÝíïíôáé ìå åíäéáöÝñïí ôá áðï-
ôåëÝóìáôá áõôÞò êáé ðáñüìïéùí åðéóôçìïíéêÜ
ó÷åäéáóìÝíùí êáé êáèïäçãïýìåíùí ìåëåôþí ìå
öõóéêÜ áíôéêáñêéíïãüíá.

Ãíùñßæåôå ïôé...

· ...åìâüëéï ðÞñå Ýãêñéóç ãéá ìåëÝôç óôçí ðñü-
ëçøç ëïéìþîåùí áðü H. pylori...

Ôï FDA ðñüóöáôá åíÝêñéíå ôçí Ýíáñîç êëéíé-
êþí ìåëåôþí ìå Ýíá íÝï åìâüëéï, ôï Helivax, ôï
ïðïßï ðñüêåéôáé ãéá Ýíá áðåíåñãïðïéçìÝíï, ðï-
ëõäýíáìï, êõôôáñéêü åìâüëéï, ó÷åäéáóìÝíï ãéá ôçí
ðñüëçøç êáé èåñáðåßá ëïéìþîåùí áðü ôï Helico-
bacter pylori. Äýï ìåãÜëåò ôõ÷áéïðïéçìÝíåò ìå-
ëÝôåò öÜóçò ÉÉ ìå ôï åìâüëéï ðñüêåéôáé íá îåêé-
íÞóïõí Üìåóá, ç ìßá ãéá ôçí ðñïöõëáêôéêÞ ôïõ
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äñÜóç óå 80 áóõìðôùìáôéêïýò åèåëïíôÝò, êáé ç
Üëëç ãéá ôçí èåñáðåõôéêÞ ôïõ äñÜóç óå áóèåíåßò
ìå ëïßìùîç áðü H. pylori. Óå ðñïêëéíéêÜ ìïíôÝëá
ôï åìâüëéï Ýäùóå 100% ðñïóôáóßá Ýíáíôé ôçò
ëïßìùîçò ÷ïñçãïýìåíï ðñïöõëáêôéêÜ óå æþá êáé
óôáôéóôéêÜ óçìáíôéêÞ ìåßùóç ôïõ âéïäéáèÝóéìïõ
åëéêïâáêôçñéäßïõ óå èåñáðåõôéêÞ ÷ïñÞãçóç óå
ìïíôÝëá ðåéñáìáôïæþùí. Ç áóöÜëåéá äå ôïõ åì-
âïëßïõ Ý÷åé áðïäåé÷èåß óå åêôåôáìÝíåò êëéíéêÝò
öÜóçò É ìåëÝôåò êáèþò êáé ìåëÝôåò áíïóïãïíé-
êüôçôáò. Ìå äåäïìÝíï üôé ôï H. pylori åßíáé ôï
ðéï óõ÷íü ðáãêïóìßùò áíèñþðéíï ðáèïãüíï, äýï
ôñßôá ôïõ ðëçèõóìïý ðáãêïóìßùò Ý÷ïõí ìïëõí-
èåß áðü ôï âáêôÞñéï, êáé åßíáé ôï ìüíï âáêôÞñéï
ðïõ Ý÷åé áíáãíùñéóôåß áðü ôçí Ðáãêüóìéá ÏñãÜ-
íùóç Õãåßáò ùò ôýðïõ É êáñêéíïãüíï (ðÜíù áðü
25,000 íÝåò ðåñéðôþóåéò êáñêßíïõ óôïìÜ÷ïõ, êáé
ðÜíù áðü 13,000 èÜíáôïé åôçóßùò áíáöÝñïíôáé
ìüíï ãéá ôéò ÇÐÁ), åßíáé áíáìöéóâÞôçôá ðïëý
óçìáíôéêü íá áíáðôõ÷èïýí ïõóéáóôéêÜ êáé áðïôå-
ëåóìáôéêÜ ìÝôñá ãéá ôçí ðñüëçøÞ ôïõ. Ç åöáñ-
ìïãÞ ôïõ íÝïõ áõôïý åìâïëßïõ åßíáé, áò åëðßóïõ-
ìå, Ýíá áêüìá âÞìá ðñïò áõôÞ ôçí êáôåýèõíóç.

· ...ïé þñåò åñãáóßáò åßíáé ðéï óçìáíôéêü êñéôÞ-
ñéï ãéá ôçí åðéëïãÞ éáôñéêÞò åéäéêüôçôáò áðü
ôï åéóüäçìá

Ìßá ðñüóöáôá äçìïóéåõìÝíç ìåëÝôç (Health
Econ 2003;12:61-73) ìåôáîý íÝùí ðôõ÷éïý÷ùí
éáôñþí, êáôÝëåéîå óôï ðïëý åíäéáöÝñïí óõìðÝ-
ñáóìá, üôé ôï ìåëëïíôéêü åéóüäçìá äåí áðïôåëåß
ôï ðñþôï êñéôÞñéï óôçí åðéëïãÞ ôçò éáôñéêÞò
åéäéêüôçôáò. Ôï ðñüâëçìá ôùí ðåñéóóüôåñùí
ðáãêïóìßùò óõóôçìÜôùí õãåßáò åßíáé ç áíéóüôç-
ôá ìåôáîý áñéèìïý éáôñþí ðñùôïâÜèìéáò ðåñß-
èáëøçò êáé áõôïý ôùí åéäéêþí. ̧ ôóé, áí ï óêïðüò
åßíáé íá âñåèïýí ôñüðïé êáé êßíçôñá ãéá íá áõîç-
èïýí ïé ãåíéêïß éáôñïß, ðëçñïöïñßåò ó÷åôéêÜ ìå
ôá êñéôÞñéá åðéëïãÞò åéäéêüôçôáò åßíáé ðïëý óç-
ìáíôéêÝò. Öáßíåôáé ëïéðüí, óýìöùíá ìå áõôÞ ôç
ìåëÝôç, üôé ïé íÝïé ðôõ÷éïý÷ïé éáôñïß äéáëÝãïõí
ôçí åéäéêüôçôá ðïõ èá áêïëïõèÞóïõí ìå âÜóç
êñéôÞñéá üðùò ï åôÞóéïò ÷ñüíïò áäåßáò, ïé åâäï-
ìáäéáßåò þñåò åñãáóßáò êáé ôï ÷ñïíïäéÜãñáììá
êáé ç ñïõôßíá ôçò êáèçìåñéíÞò åñãáóßáò, ðïëý
ðåñéóóüôåñï áðü ôï áíáìåíüìåíï ìåëëïíôéêü åé-
óüäçìá. Ôá äåäïìÝíá áõôÜ ðñÝðåé íá ëçöèïýí
óïâáñÜ õðüøç óôï ó÷åäéáóìü ôùí óõóôçìÜôùí
õãåßáò, þóôå íá äïèïýí ôá êáôÜëëçëá êßíçôñá
óôïõò íÝïõò ãéáôñïýò ðïõ åðéëÝãïõí ìåôáîý ãå-
íéêÞò éáôñéêÞò êáé êÜðïéáò åéäßêåõóçò. Ðåñéóóü-
ôåñç Üäåéá áíÜ Ýôïò, ôáêôéêÜ ùñÜñéá åñãáóßáò

êáé ëéãüôåñåò þñåò åñãáóßáò ôçí åâäïìÜäá öáß-
íåôáé üôé èá ìðïñÝóïõí íá ðåßóïõí ðåñéóóüôå-
ñïõò ãéá ôçí åðéëïãÞ ôçò éáôñéêÞò åéäéêüôçôáò
ðïõ èá áêïëïõèÞóïõí.

· ...ç õóôåñåêôïìÞ óõíäÝåôáé ìå áõîçìÝíï êßí-
äõíï êáñêßíïõ èõñåïåéäïýò...

Ãõíáßêåò ðïõ õðïâÜëëïíôáé óå õóôåñåêôïìÞ,
ìå Þ ÷ùñßò óáëðéããïùïèçêåêôïìÞ, Ý÷ïõí áõîç-
ìÝíï êßíäõíï áíÜðôõîçò êáñêßíïõ èõñåïåéäïýò,
êáôÜ ôç äéÜñêåéá ôùí äýï ðñþôùí åôþí áðü ôçí
åðÝìâáóç, óýìöùíá ìå ôá áðïôåëÝóìáôá ìßáò
öéëáíäéêÞò ìåëÝôçò (Am J Obstet Gynecol
2003;188:45-48). Áíáëýèçêáí áíáäñïìéêÜ ôá äå-
äïìÝíá ãéá Ýíá óýíïëï 17.900 ãõíáéêþí ðïõ
õðïâëÞèçêáí óå õóôåñåêôïìÞ ãéá ïðïéïäÞðïôå
ëüãï, ìåôáîý ôùí åôþí 1986 êáé 1995, áðü ôá
ÅèíéêÜ ÖéëáíäéêÜ Áñ÷åßá Íåïðëáóéþí. ÊáôÜ ôç
äéÜñêåéá ôçò ðáñáêïëïýèçóçò, äéáãíþóèçêáí 118
ðåñéðôþóåéò êáñêßíïõ èõñåïåéäïýò, áñéèìüò óôá-
ôéóôéêÜ óçìáíôéêÜ ìåãáëýôåñïò áðü ôï 85.2 ðïõ
Þôáí ï áíáìåíüìåíïò, óýìöùíá ìå ôïí êßíäõíï
ôïõ ðëçèõóìïý. Ç ðëåéïíüôçôá ôùí êáñêßíùí ôïõ
èõñåïåéäïýò Þôáí ôïõ èçëþäïõò ôýðïõ éóôïëïãé-
êÜ. Ç åìöÜíéóç ôïõ êáñêßíïõ ôïõ èõñåïåéäïýò
äåí öÜíçêå íá åîáñôÜôáé áðü ôçí Ýêôáóç ôçò
åðÝìâáóçò, áëëÜ áðü ôï ÷ñüíï ðïõ åß÷å ðáñÝë-
èåé áðü ôçí åðÝìâáóç. ¹ôáí óçìáíôéêÜ óõ÷íüôå-
ñç óôá ðñþôá 0.5 ìå 1.4 Ýôç áðü ôçí åðÝìâáóç,
ìå ìåßùóç óôç óõ÷íüôçôá áñãüôåñá. Ïé åñåõíç-
ôÝò êáôáëÞãïõí üôé ðéèáíÜ íá õðÜñ÷åé óõó÷Ýôéóç
ìåôáîý ìçíïññáãéþí Þ ãåíéêÜ áéìïññáãéêþí äéá-
ôáñá÷þí ìå ôçí åìöÜíéóç ôïõ êáñêßíïõ ôïõ èõ-
ñåïåéäïýò, ðáñáôÞñçóç ðïõ óßãïõñá Ý÷åé ÷þñï
ãéá ðïëý ðåñéóóüôåñç Ýñåõíá.

· ...íÝï ãïíßäéï ðñïäéÜèåóçò êáñêßíïõ ìáóôïý,
ìðïñåß íá âïçèÞóåé óôçí Ýãêáéñç áíáãíþñéóç

Ç ïìÜäá ôïõ Ira Pastan áðü ôï åñåõíçôéêü
êÝíôñï ôïõ NIH, Bethesda, Maryland, ðñüóöáôá
áíáêïßíùóå ôçí áíáêÜëõøç åíüò áêüìá ãïíéäßïõ
êáñêßíïõ ìáóôïý, ôï ïðïßï ïíüìáóáí BASE, êáé
ðïõ öÜíçêå íá åêöñÜæåôáé ó÷åäüí áðïêëåéóôéêÜ
óå êýôôáñá êáñêßíïõ ìáóôïý êáé ü÷é óå ìßá ðëç-
èþñá öõóéïëïãéêþí éóôþí ðïõ ìåëåôÞèçêáí (Proc
Natl Acad Sci 2003.www.pnas.org). To ãïíßäéï
êùäéêïðïéåß ìßá åêêñéíüìåíç ðñùôåßíç, ðïõ ëüãù
ôçò åéäéêüôçôáò Ýêöñáóçò óå êáñêéíéêÜ êýôôáñá
ìáóôïý, èá ìðïñïýóå íá ÷ñçóéìïðïéçèåß óå äéá-
ãíùóôéêÝò åîåôÜóåéò êáñêßíïõ ìáóôïý. Ãéá ôçí
áíáãíþñéóç ôïõ ãïíéäßïõ ÷ñçóéìïðïéÞèçêáí ôå-
÷íéêÝò ìïñéáêÞò âéïëïãßáò, üðùò ç êáôáóêåõÞ ìßáò
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âéâëéïèÞêçò cDNA áðü êáñêéíéêÝò êõôôáñéêÝò
óåéñÝò ìáóôïý, êõôôáñéêÝò óåéñÝò öõóéïëïãéêïý
ìáóôïý êáé Üëëùí öõóéïëïãéêþí éóôþí, üðùò åãêå-
öÜëïõ, Þðáôïò, íåöñïý êáé ìõúêïý éóôïý, ìå óêï-
ðü ôçí áíß÷íåõóç ãïíéäßùí ìå õøçëÞ Ýêöñáóç
óå êáñêéíéêÜ êýôôáñá êáé ÷áìçëÞ Þ êáèüëïõ Ýê-
öñáóç óå öõóéïëïãéêïýò éóôïýò. Ç ôå÷íéêÞ ôçò
RT-PCR âïÞèçóå óôçí áíáãíþñéóç ôïõ íÝïõ ãï-

íéäßïõ BASE ìüíï óå êáñêéíéêÜ êýôôáñá ìáóôïý
êáé ü÷é óôïõò öõóéïëïãéêïýò éóôïýò ðïõ åîåôÜ-
óèçêáí. Ðéóôåýåôáé äå áðü ôïõò åñåõíçôÝò üôé ç
ðåñáéôÝñù áíÜëõóç ôçò âéâëéïèÞêçò cDNA ðïõ
äçìéïõñãÞèçêå, èá ìðïñÝóåé íá áíáäåßîåé ðåñéó-
óüôåñá ãïíéäéáêÜ ðñïúüíôá ãéá ÷ñÞóç óå äéáãíù-
óôéêÝò êáé èåñáðåõôéêÝò óôñáôçãéêÝò óôïí êáñêß-
íï ôïõ ìáóôïý.
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ÇÌÅÑÏËOÃÉÏ ÓÕÍÅÄÑIÙÍ

Õðåýèõíç óôÞëçò: ¸ëåíá ËéíÜñäïõ

ÌÁÑÔÉÏÓ 2003

12-15 Ìáñôßïõ 2003

8th International Conference Primary Therapy of
Early Breast Cancer
St. Gallen, Switzerland
Organisers: International Scientific Committee St. Gallen
Breast Cancer Conference, Secretariat “ABC 2003”,
Center for Tumour Detection & Prevention, Rorschach-
erstr. 150, CH-9006 St. Gallen, Switzerland
Phone: +41-71-243-08-90 Fax:+41-71-245-68-05
E-mail: info@oncoconferences.ch
Website: www.oncoconferences.ch
Abstract Deadline: November 30, 2002

20-22 Ìáñôßïõ 2003

1ï Äéåôáéñéêü Áíôéêáñêéíéêü ÓõíÝäñéï
ÁèÞíá, Îåíïäï÷åßï Divani Caravel
Ðñüåäñïò ÏñãáíùôéêÞò ÅðéôñïðÞò: ÐÜñéò Êïóìßäçò
Ãñáììáôåßá: PRC Congress
Ôçë: 210-7711010
Å-mail: prc@compulink.gr
Ôåëåõôáßá çìåñïìçíßá ãéá ôçí õðïâïëÞ ðåñßëçøçò
åñãáóéþí: 10 Äåêåìâñßïõ 2002

28-29 Ìáñôßïõ 2003

ÅSMO Course: Good Clinical Practice in Oncology.
Update and New Developments.
Cadro-Lugano, Switzerland
Info: Maria Cristina Reinhart, ESMO Education Coordi-
nator, ESMO Head Office, Via La Santa 7, CH-6962
Viganello-Lugano, Switzerland
Tel +41-91-973-1904 Fax: +41-91-973-1905
Email: mariacristina@esmo.org
Website: www.cadro-panoramica.ch
Registration deadline: 24 January 2003

ÁÐÑÉËÉÏÓ 2003

5-9 Áðñéëßïõ 2003

2003 Annual Meeting of the American Association
for Cancer Research (AACR)

Metro Toronto Convention Centre, Toronto, Canada
Organisers: American Association for Cancer Research
(AACR)
Public Ledger Building, Room 826, 150 South Indepen-
dence Mall West, Philadelphia, PA 19106-3483
Phone: 215-440-9300 Fax:215-351-9165
E-mail: meetings@aacr.org
Website: www.aacr.org
Abstract Deadline: November 14, 2002

MAIÏÓ 2003

2- 5 ÌáÀïõ 2003

1st Mediterranean Melanoma Meeting
Mediterranean Sea- Aegean
Organising Secretariat: Vanna Antonopoulou, Carlson
Wagonlit Travel, 204 Mesoghion Avenue, 15561, Ath-
ens, Greece
Phone: 210 6542732 Fax: 210 6511712
E-mail: v.antonopoulou@cwt.gr
Website: ozoras@med.uoc.gr

31 ÌáÀïõ-3 Éïõíßïõ 2003

39th American Society of Clinical Oncology (ASCO)
Annual Meeting
McCormick Place, Chicago, IL
Organisers: American Society of Clinical Oncology
(ASCO), 1900 Duke Street, Suite 200, Alexandria, VA
22314
Phone: 703-299-0150 Fax: 703-299-1044
E-mail: asco@asco.org
Website: www.asco.org
Abstract Deadline: December 20, 2002

ÉÏÕÍÉÏÓ 2003

11-13 Éïõíßïõ 2003

5th Milan Breast Cancer Conference
Milan, Italy
Chair: U. Veronesi- A. Goldhirsch
Organisation: European School of Oncology (ESO),
Viale Beatrice d’Este, 37- Milan, Italy
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Tel +39-02 43359611; Fax +39-02 43359640
e-mail: conferences@esoncology.org
Website: www.breastmilan.org
Abstract deadline: 14 April, 2003

19-22 Éïõíßïõ 2003

ESMO Summer Educational Conference (ESEC 2003)
Edinburgh, Scotland
Organisers: ESMO Congress Secretariat, Via La Santa
7, CH-6962 Viganello-Lugano, Switzerland
Tel +41-91-973-1919 Fax: +41-91-973-1918
Email: alessia@esmo.org
Website: www.esmo.org
Abstracts, on-line submission deadline: íÝá çìåñïìçíßá
25 Öåâñïõáñßïõ, 2003

ÁÕÃÏÕÓÔÏÓ 2003

10-14 Áõãïýóôïõ 2003

10th World Conference on Lung Cancer
Vancouver, Canada
Organisation: International Association for the Study of
Lung Cancer, British Columbia Cancer Agency
Contact Information: Cari Chenier, Conference Secre-
tariat
International Conference Services, Suite 604-850 West
Hastings Street, Vancouver, British Columbia, Canada
V6C 1E1

Tel 604-681-2153; Fax 604-681-1049
e-mail: conference@2003worldlungcancer.org
Website: www.2003worldlungcancer.org

ÓÅÐÔÅÌÂÑÉÏÓ 2003

19-20 Óåðôåìâñßïõ 2003

ÅSMO Course: Comprehensive Review of Clinical Can-
cer Genetics
Hotel Marienlyst, Helsingor, Denmark
Info: Christine, K. Zarb-Guthry, ESMO Education Coor-
dinator, ESMO Head Office, Via La Santa 7, CH-6962
Viganello-Lugano, Switzerland
Tel +41-91-973-1907
Fax: +41-91-973-1905
Email: christine@esmo.org
Website: www.marienlyst.dk
Registration deadline: 4 July 2003

21-25 Óåðôåìâñßïõ 2003

European Cancer Conference, ECCO 12
Copenhagen, Denmark
Info: ECCO 12 Secretariat, FECS Conference Unit,
Avenue E. Mounier 83, B-1200 Brussels, Belgium
Tel +027750202  Fax: +027750200
Email: ECCO12@fecs.be
Website: www.fecs.be
Abstracts, online submission deadline: 8 April 2003
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ÓõíôáêôéêÞò ÅðéôñïðÞò), Ëåùöüñïò ÁëåîÜíäñáò
105, 114 75, ÁÈÇÍÁ, Þ çëåêôñïíéêþò ìå e-mail óôçí
çëåêôñïíéêÞ äéåýèõíóç: hesmo@otenet.gr

ÄÏÌÇ ÔÇÓ ÅÑÃÁÓÉÁÓ

Ôï ÷åéñüãñáöï ðñÝðåé íá Ý÷åé:

1. Óåëßäá ôßôëïõ, ìå ôïí ôßôëï ôçò åñãáóßáò, ôá ïíüìáôá
ôùí óõããñáöÝùí êáé óå õðïóçìåßùóç ôï ôìÞìá áðü ôï
ïðïßï ðñïÝñ÷åôáé, ôç èÝóç Þ ôïí áíþôåñï áêáäçìáúêü
ôßôëï êÜèå óõããñáöÝá êáé ôõ÷üí õðïóçìåßùóç ãéá ôï
åÜí ç åñãáóßá Ý÷åé áíáêïéíùèåß Þ Ý÷åé äçìïóéåõôåß óå
ðåñßëçøç áëëïý Þ (åö� üóïí åßíáé ìÝôá-äçìïóßåõóç) Ý÷åé
ðñùôïäçìïóéåõôåß óå Üëëï ðåñéïäéêü (âëÝðå ðáñáðÜíù).
Íá óçìåéþíåôáé ï õðåýèõíïò ôçò áëëçëïãñáößáò êáé ç
äéåýèõíóÞ ôïõ, ôçëÝöùíá, fax êáé e-mail (áí õðÜñ÷ïõí).

2. Óåëßäá ðåñßëçøçò óôá åëëçíéêÜ ìå ôéò ëÝîåéò åõñåôçñßïõ
(key words).

3. Óåëßäá ðåñßëçøçò óôá áããëéêÜ ìå ôéò ëÝîåéò åõñåôçñßïõ
(key words) óôá áããëéêÜ.

4. Ôï êåßìåíï ôçò åñãáóßáò ìå êáôÜëëçëï ÷ùñéóìü óå äéÜ-
öïñá êåöÜëáéá.

5. Âéâëéïãñáößá ìå ôï óýóôçìá Vancouver: Ï êáôÜëïãïò
äåí åßíáé áëöáâçôéêüò áëëÜ ìå ôç óåéñÜ ðïõ ïé ðáñáðï-
ìðÝò åõñßóêïíôáé óôï êåßìåíï. Óôï êåßìåíï áíáöÝñïíôáé
ìå ôïí áñéèìü ôïõ êáôáëüãïõ êáé ü÷é ìå ôï üíïìá ôïõ
óõããñáöÝá. Ãéá Üñèñá ðåñéïäéêþí, ôá åðþíõìá ôùí óõã-
ãñáöÝùí (ìå ôá áñ÷éêÜ ÷ùñßò ôåëåßåò), ãñÜöïíôáé ìÝ÷ñé
êáé ôñßá - ôá åðéðëÝïí ãñÜöïíôáé et al Þ ê.Ü. ï ôßôëïò
ôïõ Üñèñïõ, ôï ðåñéïäéêü ãñáììÝíï ìå ôç äéåèíÞ ìïñ-
öÞ óýíôìçóçò üðùò óôï Index Medicus, ç ÷ñïíïëïãßá,

1. ÅÉÄÇ ÅÑÃÁÓÉÙÍ

Óôï �ÂÇÌÁ ÊËÉÍÉÊÇÓ ÏÃÊÏËÏÃÉÁÓ� ãßíïíôáé äå-
êôÝò ðñïò äçìïóßåõóç åñãáóßåò ìå èÝìáôá ïãêïëïãéêïý åí-
äéáöÝñïíôïò õðü ôç ìïñöÞ:

ÁíáóêïðÞóåùí áðü ôñåéò ôï ðïëý óõããñáöåßò êáé óå
Ýêôáóç ðïõ íá ìç îåðåñíÜ ôéò 28  äáêôõëïãñáöçìÝíåò óå-
ëßäåò, óå äéðëü äéÜóôçìá êáé ìÝ÷ñé 100 ðáñáðïìðÝò.

Ðñùôüôõðùí åñãáóéþí âáóéêÞò Þ êëéíéêÞò Ýñåõíáò
ðïõ ìðïñïýí íá ðáñïõóéáóôïýí ùò ðëÞñåéò Þ âñá÷åßåò áíá-
öïñÝò.

Åíäéáöåñüíôùí  ðåñéóôáôéêþí ãéá óýíôïìç (8-10 óå-
ëßäåò óå äéðëü  äéÜóôçìá) ðáñïõóßáóç óðÜíéáò íüóïõ Þ åê-
äÞëùóçò Þ áóõíÞèïõò êëéíéêÞò ðïñåßáò êáé óõæÞôçóç üóï
åßíáé áðáñáßôçôï ãéá ôçí ðáñïõóßáóç.

ÐñáêôéêÜ óåìéíáñßùí, ãñáðôþí óõìðïóßùí, óôñïã-
ãõëþí ôñáðåæéþí êáé êëéíéêïðáèïëïãï-áíáôïìéêþí
óõæçôÞóåùí, êáôÜ ôçí êñßóç ôçò Óýíôáîçò.

ÅéäéêÜ èÝìáôá: ãåíéêïý ïãêïëïãéêïý åíäéáöÝñïíôïò,
åñãáóßåò ðïõ äåí êáôáôÜóóïíôáé óå Üëëç êáôçãïñßá åñãá-
óéþí, Ýêôáóçò ìÝ÷ñé 20-25 óåëßäåò äéðëïý äéáóôÞìáôïò.

ÃñÜììáôá áíáãíùóôþí, Ýêôáóçò 2-3 óåëßäùí äéðëïý
äéáóôÞìáôïò, ìå êñßóåéò ãéá äçìïóéåõüìåíç åñãáóßá Þ ãåíé-
êüôåñåò ãíþìåò, óýíôïìåò ðáñáôçñÞóåéò, ðñüäñïìá áðïôå-
ëÝóìáôá óå óõíôïìßá ê.ë.ð. Áí áöïñïýí êñßóåéò äçìïóéåõ-
ìÝíçò åñãáóßáò, ôßèåíôáé õðüøç ôïõ óõããñáöÝá  ôçò åñãá-
óßáò, ðïõ ìðïñåß íá áðáíôÞóåé.

2. ÁËËÅÓ ÐËÇÑÏÖÏÑÉÅÓ

� Ç ãëþóóá ôùí åñãáóéþí åßíáé ç ÅëëçíéêÞ. Ç Óõíôáêôé-
êÞ ÅðéôñïðÞ äéáôçñåß ôï äéêáßùìá íá áðïäÝ÷åôáé åñãá-
óßåò óôçí ÁããëéêÞ ãëþóóá, åö´ üóïí õðÜñ÷åé áðï÷ñþí
ëüãïò (ð.÷. îåíüãëùóóïò óõããñáöÝáò, ê.Ü.).

� Ç ÓõíôáêôéêÞ ÅðéôñïðÞ áðïäÝ÷åôáé ðñï- Þ ìÝôá-äçìï-
óéåýóåéò êëéíéêþí Þ åñãáóôçñéáêþí åñãáóéþí õðü ôç
ìïñöÞ óýíôïìùí áíáöïñþí (short reports) Þ åêôåôáìÝ-
íùí ðåñéëÞøåùí, óôéò ïðïßåò èá áíáöÝñïíôáé ðåñéëçðôé-
êþò (ìÝ÷ñé 8 óåëßäåò äéðëïý äéáóôÞìáôïò) ïé âáóéêïß óôü-
÷ïé, ôï õëéêü, ïé ìÝèïäïé, ôá áðïôåëÝóìáôá êáé ç óõæÞ-
ôçóç ôçò åñãáóßáò. Óôéò ìÝôá-äçìïóéåýóåéò èá áíáöÝñå-
ôáé õðï÷ñåùôéêþò óôç óåëßäá ôïõ ôßôëïõ ôï ðåñéïäéêü
ðïõ ðñùôïäçìïóéåýôçêå ç ðñùôüôõðç åñãáóßá.

� ÅÜí ç åñãáóßá Ý÷åé áíáêïéíùèåß ðñïöïñéêÜ Þ Ý÷åé äçìï-



ï áñéèìüò ôüìïõ êáé ç ðñþôç êáé ôåëåõôáßá óåëßäá ôïõ
Üñèñïõ. (ð.÷. Smith A: Intestinal bleeding. JAMA 1988,
215:101 - 103). Ãéá ìïíïãñáößá, ôï üíïìá, ï ôßôëïò, ï
åêäüôçò ï ôüðïò êáé ôï Ýôïò Ýêäïóçò (ð.÷. Smith A: In-
testinal bleeding. Saunders Co, London. 1988). Ãéá êå-
öÜëáéï âéâëßïõ, ôá ïíüìáôá, ï ôßôëïò ôïõ êåöáëáßïõ, ï
ôßôëïò ôïõ âéâëßïõ, ï äéåõèõíôÞò óýíôáîçò (editor), ï
åêäüôçò, ï ôüðïò êáé ôï Ýôïò Ýêäïóçò (ð.÷. Smith A: In-
testinal bleeding. In: Practice of Surgery, H. Kim, ed,
Saunders Co, London 1988). Ïé âéâëéïãñáöéêÝò ðáñá-
ðïìðÝò èá ðñÝðåé íá ìðïñïýí íá åëåã÷èïýí áðü ôïí êñé-
ôÞ êáé - êõñßùò - áðü ôïí áíáãíþóôç. ´Åôóé, åÜí ç âé-
âëéïãñáöéêÞ áíáöïñÜ åõñßóêåôáé óå Üñèñï, âéâëßï ê.-
ë.ð. ðïõ äåí óõìâïõëåýèçêå Üìåóá ï óõããñáöÝáò áëëÜ
áíáöÝñåôáé áëëïý, éäéáßôåñá ãéá ðáëéÜ Þ äõóåýñåôá óôïé-
÷åßá, ôüôå äåí áíáãñÜöåôáé óáí îå÷ùñéóôÞ áíáöïñÜ äéï-
ãêþíïíôáò Üóêïðá êáé ôå÷íçôÜ ôï âéâëéïãñáöéêü ðß-
íáêá, áëëÜ áðïäßäåôáé óôï óôïé÷åßï ðïõ Üìåóá ìåëÝôç-
óå ï óõããñáöÝáò (ð.÷. "ï Crohn to 1932 áíÝöåñå10" -
üðïõ 10 åßíáé ôï Üñèñï ôïõ Smith ðïõ ðñÜãìáôé óõì-
âïõëåýôçêå ï óõããñáöÝáò). Éäéáßôåñç óýóôáóç ãßíåôáé
ãéá ôç ÷ñçóéìïðïßçóç êáé ôçò åëëçíéêÞò âéâëéïãñáößáò

ðïõ åßíáé Þäç áñêåôÜ ðëïýóéá.

6. Ðßíáêåò êáé ó÷Þìáôá óå îå÷ùñéóôÞ óåëßäá ôï êáèÝíá, óå
ôñßá áíôßôõðá, ìå äéáäï÷éêÞ áñßèìçóç êáé óýíôïìç åðå-
îÞãçóç. Ðßíáêåò äáêôõëïãñáöçìÝíïé óå äéðëü äéÜóôç-
ìá ÷ùñßò äéá÷ùñéóôéêÝò ãñáììÝò, ó÷Þìáôá ìå óéíéêÞ ìå-
ëÜíç.

7. Öùôïãñáößåò êáëÞò ðïéüôçôáò óå óôéëðíü ÷áñôß. Ðßóù
áðü ôç öùôïãñáößá óçìåéþíåôáé ìå ìáëáêü ìïëýâé âÝ-
ëïò ðïõ äåß÷íåé ôï ðÜíù ìÝñïò êáé ï áýîùí áñéèìüò êáé
óå áõôïêïëëçôï ôá ïíüìáôá ôùí óõããñáöÝùí ôçò åñ-
ãáóßáò. Óå îå÷ùñéóôÞ óåëßäá, ãñÜöïíôáé ïé õðüôéôëïé
ôùí öùôïãñáöéþí, ôï ìÝãåèïò ôùí ïðïßùí óôçí ôåëéêÞ
åêôýðùóç áíÞêåé óôçí êñßóç ôïõ õðåýèõíïõ Ýêäïóçò.
Óçìåéþíåôáé üôé, êáôÜ ôç äçìïóßåõóç öùôïãñáößáò
áóèåíïýò, èá ðñÝðåé íá ëáìâÜíåôáé ìÝñéìíá þóôå íá ìçí
áðïêáëýðôåôáé ç ôáõôüôçôá ôïõ áôüìïõ. Ôï ïíïìáôå-
ðþíõìï óå êáììßá ðåñßðôùóç äåí ðñÝðåé íá áíáãñÜöå-
ôáé (ð.÷. óå áêôéíïãñáößåò, ê.ë.ð.), åíþ óôéò äçìïóéåõü-
ìåíåò öùôïãñáößåò ç áðëÞ åðéêÜëõøç ôùí ïöèáëìþí
äåí áðïôåëåß åðáñêÞ äéáöýëáîç ôçò áíùíõìßáò ôïõ åé-
êïíéæüìåíïõ ðñïóþðïõ.




