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ÃÑAÌÌÁ ÓYÍÔÁÎÇÓ

Èåñáðåßá óå êëéíéêÝò ìåëÝôåò Þ èåñáðåßá åêëïãÞò-åðéëïãÞò;

Ç äéáßóèçóç êáé ï öüâïò ôùí áóèåíþí, ç áãùíßá ôùí ãéáôñþí ãéá Ýíá óõ÷íÜ ïñéáêü
üöåëïò ôùí èåñáðåõôéêþí ó÷çìÜôùí, ç åðßóçìá áðü äéåèíåßò åðéóôçìïíéêïýò öïñåßò
êáôáãåãñáììÝíç* èÝóç ðåñß áíåðÜñêåéáò ôçò äéáèÝóéìçò èåñáðåßáò, êáé ç äéáñêÞò áðïêÜ-
ëõøç-ôáõôïðïßçóç äõíçôéêþí ìïñéáêþí óôü÷ùí öÝñíïõí óõíå÷þò óôï ðñïóêÞíéï ôçí
áäÞñçôç áíÜãêç ãéá ðñüïäï óôç èåñáðåõôéêÞ ôïõ êáñêßíïõ.

ÂáóéêÞ ðñïûðüèåóç ôçò ðñïüäïõ åßíáé ç åíåñãüò êëéíéêÞ Ýñåõíá.  Óõ÷íÜ óôçí êáèçìåñéíÞ
êëéíéêÞ ðñÜîç ôßèåôáé ôï åñþôçìá ôçò åðéëïãÞò áíÜìåóá óå óõíéóôþìåíç èåñáðåßá ðïõ
âáóßæåôáé óå åðéóôçìïíéêÜ áðïäåäåéãìÝíåò ìáñôõñßåò êáé óå êÜðïéá åðéóôçìïíéêÜ ôåêìç-
ñéùìÝíç êáé åðéêõñùìÝíç áðü åñåõíçôéêÝò åðéôñïðÝò êáé åðéôïðÝò åðéóôçìïíéêÞò çèéêÞò
êáé äåïíôïëïãßáò åñåõíçôéêÞ èåñáðåßá.

Óå áóèåíåßò ìå ìåôáóôáôéêÞ íüóï áðü ìç éÜóéìïõò óõìðáãåßò üãêïõò êáé ïé äõï ðñïóåã-
ãßóåéò åßíáé áðïäåêôÝò êáé ìðïñïýí êáé ïé äõï åðéëïãÝò íá èåùñçèïýí "gold standard" Þ
"xñõóü ðñüôõðï" áíôéìåôþðéóçò:  ôüóï ìéá êáèéåñùìÝíç-óõíéóôþìåíç èåñáðåßá üóï êáé
ìéá êáëÜ ïñãáíùìÝíç êëéíéêÞ Ýñåõíá, åöüóïí åßíáé äéáèÝóéìç êáé êÜôù áðü ðñïûðïèÝóåéò
åöáñìïãÞò ôùí êáíüíùí ôçò "êáëÞò êëéíéêÞò ðñáêôéêÞò". Ç ôßìéá óôÜóç ôïõ èåñÜðïíôïò
ãéáôñïý áðÝíáíôé óôïí áóèåíÞ áðáéôåß üðùò êÜèå èåñáðåõôéêÞ åðéëïãÞ êáé ðñüôáóç
ãßíåôáé ìå êñéôÞñéá ôéò áìåßëéêôåò êáìðýëåò åðéâßùóçò, ôï ðñïóäïêþìåíï üöåëïò êáé ôçí
ðïéüôçôá ôçò æùÞò ôïõ áóèåíïýò. Ìå ôïí Ýíá Þ ôïí Üëëï ôñüðï ç ðëçñïöüñçóç ôïõ
ðñïóäïêüìåíïõ ïöÝëïõò åßíáé õðï÷ñÝùóç ôïõ ãéáôñïý êáé äéêáßùìá ôïõ áóèåíïýò êáé ôïõ
ðåñéâÜëëïíôüò ôïõ.

Ôá ôåëåõôáßá ÷ñüíéá ç ðáñá÷èåßóá ãíþóç êáé ç áèñïéóèåßóá ðëçñïöüñçóç áðü ìéá ôéôÜíéá
ðñïóðÜèåéá ôçò âáóéêÞò, êëéíéêÞò êáé ôåëåõôáßá ôçò ìåôáöñáóôéêÞò Ýñåõíáò, äéá÷Ýïõí
ôçí áßóèçóç üôé ôá ðñÜãìáôá óôçí èåñáðåßá ôïõ êáñêßíïõ áñ÷ßæïõí íá êéíïýíôáé. Ó÷åôéêÞ
ìáñôõñßá áðïôåëåß ôï áíáóêïðéêü Üñèñï ôïõ êáèçãçôÞ Ian Judson ðïõ ðáñïõóéÜæåôáé óå
áõôü ôï ôåý÷ïò. ¸÷åé ðëÝïí ãßíåé êïéíÞ óõíåßäçóç üôé ïé âáóéêïß åðéóôÞìïíåò ÷áñÜæïõí
äñüìïõò ðïõ åìåßò ïé êëéíéêïß ùöåßëïõìå íá äéáíïßîïõìå, íá óôñþóïõìå íá öñïíôßóïõìå.
Êáß áõôü ãßíåôáé ìå ìüíï ìç÷áíéóìü ôéò êëéíéêÝò ìåëÝôåò.

*Óôï åðßóçìï site ôïõ NCI PDQ ðïõ ðáñÝ÷åé åðßóçìåò èåñáðåõôéêÝò ïäçãßåò ãéá ôïí êáñêßíï óå
åðáããåëìáôßåò õãåßáò, ôïí ÍïÝìâñéï 2002 áíÜìåóá óå 42 ôýðïõò óõìðáãþí üãêùí ìåôáóôáôéêïý
óôáäßïõ ïé èåñáðåõôéêÝò ïäçãßåò ðïõ áöïñïýí ôçí êëéíéêÞ Ýñåõíá Þôáí ïé åîÞò: standard treatment
suggested 15%,  trial justified 16%, trial appropriate 26%, trial recommended (considered as a 1st line
option) 43%. (http://www.cancer.gov/cancerinfo/pdq/treatment)
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Ìå ôçí ðéóôïðïßçóç üëï êáé ðåñéóóüôåñùí ìïñéáêþí óôü÷ùí êáé ôçí åêèåôéêÞ áîçóç ôïõ
áñéèìïý íåüôåñùí ðáñáãüíôùí ìïñéáêÞò óôü÷åõóçò ãéá ôçí èåñáðåßá ôïõ êáñêßíïõ áõîÜ-
íåé ðéåóôéêÜ ç áíÜãêç áîéüðéóôùí êëéíéêþí äïêéìþí. Ïé Ýëëçíåò ïãêïëüãïé Ý÷ïõí åíóôåñ-
íéóèåß áðü ôçí áñ÷Þ áõôÞ ôçí áëÞèåéá. Áõôü ôï ðéóôïðïéåß ç äéåèíÞò âéâëéïãñáößá êáé ôï
ìáñôõñÜ ç åìðéóôïóýíç ôùí ÅëëÞíùí áóèåíþí.

Ç õðï÷ñÝùóç ôùí êëéíéêþí ãéáôñþí êáé ôï äéêáßùìá ôùí ðëçñïöïñçìÝíùí ïãêïëïãéêþí
áóèåíþí äåß÷íïõí Ýíá êïéíü äñüìï: ôçí åíåñãü óõììåôï÷Þ óå óõíôåôáãìÝíç êëéíéêÞ
Ýñåõíá... Ç ðïëéôåéáêÞ óõìâïëÞ åíåñãïðïéåßôáé ôþñá êáé óôçí Åõñþðç.
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Imatinib (Glivec), the first effective tyrosine kinase

inhibitor for CML, GIST and other tumours

Michelle Scurr, Ian Judson

Most anticancer agents in current use were
discovered serendipitously or as a result of screen-
ing programmes. Rational drug design, directed
towards targets involved in the process of cell
proliferation itself, such as thymidylate synthase,
also resulted in some extremely useful agents but
many of the drugs that continue to form the basis
of standard anticancer therapy are derived from
natural products. In recent years a huge research
effort has focused on increasing our understand-
ing of the cell signalling pathways that drive can-
cer cell growth in order to identify new targets for
anticancer drug discovery. For example, most cell
surface receptors involved in growth regulation
transmit messages to the nucleus via kinases sit-
uated on the internal domain. Activation of com-
plex signalling cascades occurs following growth
factor binding, resulting in proliferative and surviv-
al signals. There is a great deal of redundancy
and cross-talk between signalling pathways but
many of the key steps are now understood, to-
gether with an understanding of the link between
deregulation and carcinogenesis. Activating muta-
tions and gene amplifications are common events
in cancer. Tyrosine kinases can be inhibited by
small molecules that usually act by binding in the

ATP pocket. Imatinib (Glivec) is the first tyrosine
kinase inhibitor to be licensed, for chronic myeloid
leukaemia and gastrointestinal stromal tumours,
and represents an excellent example of the pow-
er and selectivity of this approach to treatment.

Tyrosine kinases as drug targets

Chronic myeloid leukaemia (CML) provides an
excellent example of how a specific molecular
process driving a malignant disease was discov-
ered. It was known that this disease was charac-
terised by the Philadelphia chromosome1. In the
early 1970’s it was shown that the Philadelphia
chromosome was produced by a process called
translocation, involving chromosomes 9 and 22
and resulted in fusion of Bcr and Abl. The fusion
of these two genes sequences results in an acti-
vated tyrosine kinase, Bcr-Abl, a signalling mole-
cule that causes malignant transformation2. Hav-
ing shown that Bcr-Abl was a therapeutic target,
unique to CML and with the properties of an en-
zyme, it was apparent that this was an ideal tar-
get for drug development.

Bcr-Abl was one of a series of tyrosine kinase
molecules initially chosen as targets by workers
at Ciba-Geigy, now Novartis, the majority of which
were membrane receptors, such as epidermal
growth factor receptor (EGFR) and platelet de-
rived growth factor receptor (PDGFR). This work
lead to the discovery of imatinib (STI571, Glivec),
a molecule with the ability to inhibit Bcr-Abl pos-
itive cells and with in vivo activity3.

Correspondence to: Ian Judson, Professor of Cancer
Pharmacology, Centre for Cancer Therapeutics, The
Institute of Cancer Research. 15, Cotswold Road, Su-
tton, Surrey, SM2 5NG, UK
*By kind permission of “Cancer Topics” where the orig-
inal publication.
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Clinical trials in CML

Druker and colleagues demonstrated the as-
tonishing utility of STI571, as it was then known,
in patients with CML who had failed standard treat-
ments4. In the initial phase I trial, the majority of
patients with chronic phase CML who had failed
interferon-a, achieved a complete haematological
response at doses of 300 mg or more a day and
in 13% of patients there was complete disappear-
ance of Philadelphia-positive cells from the bone
marrow. When first reported most patients were
still responding at a year and these results have
been confirmed in a large phase II study5. A study
comparing STI571 with interferon alpha and cyt-
arabine is ongoing, with preliminary data showing
encouraging results for the STI571 arm. The for-
mal results are eagerly awaited.

STI571 has also been shown to have good
activity in CML in both the accelerated and the
blast phase, although the responses are not as
remarkable as for the chronic phase, and the du-
ration of response is not as durable6,7. A phase II
study of STI571 in patients with relapsed or re-
fractory Philadelphia positive acute lymphoblastic
leukaemia has shown STI571 to have some activ-
ity, with an overall response rate of of 60%, al-
though in only 27% was the response sustained
for more than four weeks8. There is also some
evidence that STI571 may be useful in patients
who have relapsed following allogeneic and autol-
ogous stem cell transplant, although the toxicity is
not insignificant9.

Gastrointestinal stromal tumour

(GIST) is the commonest mesenchymal tumour
of the gastrointestinal tract. It is, however a rare
disease with an estimated incidence of 10 per
million in the United Kingdom, generally occurring
in middle age (median 55 years). The commonest
primary site of disease is the stomach (50-60%),
followed by the small intestine (20-30%), the large
bowel (10%), oesophagus (5%) and elsewhere
(5%)10.  Approximately 50% of patients will present
with metastatic disease, usually in the liver.

The only curative treatment option in this tu-
mour group is complete surgical excision. Even
with complete macroscopic removal of tumour the
recurrence rate for patients is 40% at 2 years with
some studies showing that with longer follow up
there are few (10%) patients who remain disease
free11. The 5 year overall survival for patients with

gastrointestinal stromal tumour is 35%. Patients
with metastatic disease have a median survival of
less than 12 months. GISTs are resistant to con-
ventional chemotherapy with some studies show-
ing a response rate of only 5% to doxorubicin.
There have been no studies to show benefit for the
use of radiotherapy in this group of patients.

Gastrointestinal Stromal Tumours and KIT:

This tumour is postulated to arise from the
same progenitor stem cell as the interstitial cells
of Cajal. These cells lie between the muscle and
nerve layers in the gut wall and appear to func-
tion as the gastrointestinal pacemaker cells, in-
volved in coordinating gut peristalsis. GIST cells
share the immunohistochemical markers CD34 and
CD117. Approximately 60-70% of all gastrointes-
tinal stromal tumours express CD34 on the cell
surface and >95% express KIT (CD117). Less
than 5% of non-GIST sarcomas of the gastrointes-
tinal tract express KIT12. KIT is a receptor ty-
rosine kinase, the receptor for stem cell factor.

The majority of GISTs have mutations of the
KIT gene, and this appears to be, at least in the
early stages, the principal cause for the malignant
phenotype. In approximately 71% of cases the
mutation is in exon 11, the region that codes for
the juxtamembrane domain of the receptor13. These
mutations allows for ligand independent cross-phos-
phorylation of receptor dimers and subsequent
uncontrolled activation of the downstream cell-sig-
nalling pathways (See Fig 1). Other mutations oc-
cur less frequently such as in exon 9 (13%) that
codes for the extracellular domain, and in exons
13 and 17 (1-4%) that code for the tyrosine kinase
domain of the receptor. A minority of GISTs lack
demonstrable KIT mutations, but KIT is nonethe-
less strongly activated, showing that constitutive
activation of the KIT receptor tyrosine kinase is a
crucial event in the majority of these tumours14,15.

Imatinib in GIST

Phase I – dose-finding

As discussed above, imatinib is an oral agent
that selectively inhibits ABL, BCR-ABL, platelet
derived growth factor receptor (PDGFR) and KIT
tyrosine kinases. In preclinical studies imatinib has
been shown to inhibit the kinase activity of mu-
tant KIT causing growth arrest and apoptosis (Fig
2). After a report showing a good response to
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Fig 2.  Imatinib blocks cross-phosphorylation of mutant KIT dimers in GI stromal tumour

Fig 1. Mutant KIT activation in GIST

imatinib in a patient from Finland with metastatic
GIST16 several large clinical studies have been
undertaken in both Europe and the U.S.A. The
European Organisation for Research and Treat-
ment of Cancer (EORTC) performed a phase I
study in 36 patients with gastrointestinal stromal
tumour over the dose range 400-1000mg daily17.
Dose limiting toxicity (nausea, vomiting, oedema
and skin rash) occurred at 1000mg, with doses
up to 800mg being well tolerated. Objective re-
sponses were seen in 25/36 patients and stabili-

sation of disease in 7 patients. A follow up has
shown that with a minimum follow up of 11 months
the partial response rate is 50% and stable dis-
ease 30%18. A multicentre study of 147 patients
in the USA, comparing 400mg versus 600mg dai-
ly, resulted in a 53.7% response rate with 27.9%
achieving stable disease19. Responses have been
durable for more than 46 weeks and with a medi-
an follow up of 24 weeks the median duration of
response has not been reached. The estimated
one year survival is 88%.
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Phase II

A Phase II study was performed in Europe at
800 mg daily in patients with GIST and other soft
tissue sarcomas, and was reported at the recent
American Society of Clinical Oncology meeting20.
A response rate of 71% (1 complete and 18 partial
remissions) was demonstrated in the GIST patients,
whereas no objective remissions were observed in
other sarcomas. Most notable was the fact that
only 11% of patients with GIST progressed during
the first 8 weeks of therapy. Although it has been
noted that GIST tumours may become less radio-
dense on CT scan at an early stage, objective
responses may be slow to materialise, sometime
occurring many months later, with a median time
to remission of 4 months (Fig 3.). Serious side
effects were rare and grade 2 toxicities other than
anaemia, oedema and fatigue occurred in less than
10% of patients. Most toxicities tended to diminish
in severity with time. With complete data available
at a minimum of 11 months of follow-up, 73% of
patients were free from progression at 12 months.
Overall survival at 12 months was >95%.

Phase III

There are currently two large randomised phase
III studies being performed in the USA and in
Europe (conducted by the EORTC) to determine
the most efficacious dose. These studies com-
pared 400 mg and 800 mg daily and are now
closed to accrual. The results are awaited con-
cerning tumour control but these studies have
confirmed that imatinib is well tolerated with the
predominant toxicities being oedema (peripheral
and periorbital), skin rash, fatigue, and nausea. In
5% of patients gastrointestinal or intraabdominal
haemorrhage occurs. After the first 8 weeks of
treatment there is an improvement in the degree
and frequency of the side effects21.

Impact of KIT mutation on response to imatinib

It is now clear that both response rate and
duration of response to imatinib are determined in
part by the presence and type of activating muta-
tion in KIT – see Table 1. There are also some
hints that different mutations are to be found with

Fig 3. Patient with metastatic GIST, disease still shrinking 11 months after starting imatinib

Table 1.  Site and frequency of activating KIT mutations and estimated impact on response to imatinib. Duration
of response follows same ranking.

Exon Site in KIT Incidence Response to Stable disease on
(%) imatinib (%)  imatinib (%)

11 Juxtamembrane region 71 80 15
9 External domain 13 31 50
13 Tyrosine kinase 1 4 ? ?
17 Tyrosine kinase 2 4 ? ?

None Wild type 8 10 20
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differing frequency depending on the tumour site
within the GI tract.

What other diseases might be amenable to
treatment with imatinib?

Currently there are 3 other rare entities for
which there is published evidence of efficacy. One
of these is dermatofibrosarcoma protuberans
(DFSP), characterised by fusion of the collagen
gene COL1A1 and the platelet derived growth
factor beta gene, PDGFB. This fusion results in
overexpression of PDGF and autocrine growth
stimulation. Owing to the ability of imatinib to in-
hibit PDGFR, DFSP is a logical target and re-
sponses have been reported22. The other disease
is a myeloproliferative disorder characterised by
leukocytosis and eosinophilia. Fusion of ETV6 and
PDGFRB genes occurs as a result of a t(5;12)
(q33;p13) translocation and durable responses with
imatinib have also been observed in this rare en-
tity23. In DFSP the mutation affects the platelet
derived growth factor and with chronic myelopro-
liferative disorder the fusion leads to constitutive

activation of the platelet derived growth factor
receptor. A small case series of five patients with
hypereosinophilic syndrome, a syndrome charac-
terised by persistent idiopathic eosinophilia, treat-
ed with STI571 showed promising results24, but
formal studies are required to confirm these re-
sults.

Conclusions

The success of imatinib, albeit in rare diseas-
es, heralds a new era in anticancer therapy. In-
creasingly, we are able to characterise individual
tumours by their spectrum of molecular abnor-
malities. These are not all currently amenable to
therapy, for example transcription factors do not
make ideal drug targets. Nevertheless, the ima-
tinib story demonstrates very clearly that if you
can identify the key driving force for a cancer,
then inhibition of that pathway can yield remark-
able results, vindicating the enormous effort cur-
rently being expended in the development of sig-
nalling inhibitors for cancer treatment.
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Ï ñüëïò ôçò ïéêïãÝíåéáò ôùí õðïäï÷Ýùí ôïõ

åðéäåñìéêïý áõîçôéêïý ðáñÜãïíôá (HER) óôïí

êáñêßíï ôïõ ìáóôïý. Áðü ôçí ìïñéáêÞ ïãêïëïãßá

óôçí êëéíéêÞ ðñÜîç

Konstantinos T. Papazisis, David W. Miles

ÐÅÑIËÇØÇ
Ïé õðïäï÷åßò ìå äñÜóç ðñùôåúíéêÞò ôõñïóéíéêÞò êéíÜóçò (ÐÔÊ) ðáßæïõí óçìáíôéêü ñüëï óôçí
ñýèìéóç ôùí ìç÷áíéóìþí ôïõ êõôôáñéêïý êýêëïõ, ôçò åðéâßùóçò êáé ôçò äéáöïñïðïßçóçò. Ïé
õðïäï÷åßò ôçò ïìÜäáò HER (human EGF receptors, õðïäï÷åßò ôïõ åðéäåñìéêïý áõîçôéêïý
ðáñÜãïíôá) ðáßæïõí éäéáßôåñá óçìáíôéêü ñüëï óôçí ðáèïãÝíåóç ðïëëþí íåïðëáóéþí, áíÜìå-
óá óôéò ïðïßåò ôï Ýíá ôñßôï ðåñßðïõ ôùí êáñêßíùí ôïõ ìáóôïý. Ç åìðëïêÞ ôïõ HER-2 êáé óôç
èåñáðåõôéêÞ áíôéìåôþðéóç ôïõ êáñêßíïõ ôïõ ìáóôïý, ïäÞãçóå óôçí åêôåôáìÝíç ìåëÝôç ôïõ
óôç óõãêåêñéìÝíç íüóï. Ó’ áõôÞ ç óýíôïìç áíáóêüðçóç ôïíßæåôáé éäéáßôåñá ï ñüëïò êáé ôùí
Üëëùí ôñéþí õðïäï÷Ýùí ôçò ïìÜäáò êáé éäéáßôåñá ôïõ HER-3. Ç Ýêöñáóç ôïõ HER-3 êáé ç
åíåñãïðïßçóç ôùí ìçíõìÜôùí ðïõ åëÝã÷ïíôáé áðü áõôüí ôïí õðïäï÷Ýá (PI3 êéíÜóç êáé Akt)
ñõèìßæïõí ôéò äñÜóåéò ôïõ HER-2 êáé ÷ñåéÜæïíôáé ãéá ôçí áíôáðüêñéóç ôùí HER-2 èåôéêþí
üãêùí óôï herceptin. Ç ðåñáéôÝñù ìåëÝôç ôïõò èá âïçèÞóåé óôçí êáôáíüçóç ôùí öáéíïìÝíùí
ïãêïãÝíåóçò êáé ðéèáíþò óôç èåñáðåßá êáé Üëëùí HER-2 èåôéêþí êáêïçèåéþí. ËÝîåéò-êëåé-
äéÜ: Êáñêßíïò ôïõ ìáóôïý, HER, åíäïêõôôÜñéï ìÞíõìá, trastuzumab ÂÞìá ÊëéíéêÞò Ïãêïëï-
ãßáò 2002, 1 (2):115-119.

Õðïäï÷åßò ìå äñÜóç ðñùôåúíéêÞò ôõñïóéíéêÞò
êéíÜóçò (ÐÔÊ)

Ïé ÐÔÊ áðïôåëïýí ìéá ïìÜäá åíæýìùí ðïõ êá-
ôáëýïõí ôçí ìåôáöïñÜ ôçò ã-öùóöïñéêÞò ïìÜäáò
ôïõ ATP óå Ýíá õðüëåéììá ôõñïóßíçò ìéáò ðñù-
ôåÀíçò. Ç äñÜóç ôïõò ñõèìßæåé ðïéêßëåò áðüøåéò
ôçò æùÞò êáé ôïõ èáíÜôïõ åíüò êõôôÜñïõ, üðùò ï

ðïëëáðëáóéáóìüò, ç äéáöïñïðïßçóç êáé ç áðüðôù-
óç. Ìéá ðñþôç ôáîéíüìçóç ÷ùñßæåé ôéò ÐÔÊ óå
åðéöáíåéáêïýò õðïäï÷åßò ìå äñÜóç ÐÔÊ êáé óå
êõôôáñïðëáóìáôéêÝò ÐÔÊ. Áðü áõôÝò, ïé õðïäï-
÷åßò ÐÔÊ åßíáé ãëõêïðñùôåúíåò áðïôåëïýìåíåò áðü
ìéá áìéíïôåëéêÞ åîùêõôôÜñéá õðïìïíÜäá (ðïõ óõ-
íÞèùò õðïäÝ÷åôáé ôïí áíôßóôïé÷ï óõíäÝôç - liga-
nd), ìéá äéáìåìâñáíéêÞ êáé ôÝëïò ìéá åíäïêõôôÜñéá
(êáñâïîõôåëéêÞ) õðïìïíÜäá. Ç åíäïêõôôÜñéá ðå-
ñéï÷Þ ôïõ õðïäï÷Ýá áðïôåëåßôáé áðü åéäéêÝò ðå-
ñéï÷Ýò ðïõ åßôå åðÜãïõí ôç óýíäåóç ìå Üëëåò
ðñùôåÀíåò ôçò ìåôáãùãÞò óÞìáôïò, åßôå Ý÷ïõí
äñÜóç êéíÜóçò åßôå ôÝëïò áðïôåëïýí õðüóôñùìá
áíôßóôïé÷ùí êéíáóþí. Ìå ôçí åîáßñåóç ôïõ IGFR
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(Insulin-like Growth Factor Receptor) ïé õðïäï÷åßò
ÐÔÊ âñßóêïíôáé óôç ìåìâñÜíç ìå ôç ìïñöÞ ìïíï-
ìåñþí ðïõ ç óýíäåóÞ ôïõò ìå ôïí áíôßóôïé÷ï óõí-
äÝôç ïäçãåß óôïí ïìïéï- Þ åôåñï-äéìåñéóìü ôïõò,
ìå áðïôÝëåóìá ôçí åôåñï-öùóöïñõëßùóç êáé åíåñ-
ãïðïßçóç ôïõ õðïäï÷Ýá (Ó÷Þìá 1).

Õðïäï÷åßò åðéäåñìéêïý áõîçôéêïý ðáñÜãïíôá
(EGF receptors). ÄïìÞ êáé ëåéôïõñãßåò

ÕðÜñ÷ïõí ôÝóóåñá ãíùóôÜ ìÝëç áõôÞò ôçò
ïìÜäáò õðïäï÷Ýùí [HER-1 (EGFR Þ c-erbB), HER-
2 (c-erbB-2), HER-3 êáé HER-4] êáé áñêåôïß óõí-
äÝôåò. Ï EGF óõíäÝåôáé óôïí HER-1 åíþ óôïõò
Üëëïõò õðïäï÷åßò óõíäÝïíôáé ïé TGF-á, neuregu-
lins (NRGs), epiregulin (EPI), betacellulin (BTC),
üðùò êáé óôáèåñÜ ìüñéá ôçò åîùêõôôÜñéáò ïõ-

óßáò (decorin). ÌåôÜ ôïí äéìåñéóìü ôùí õðïäï-
÷Ýùí óôçí åðéöÜíåéá ôïõ êõôôÜñïõ, êÜôù áðü
ôçí åðßäñáóç ôùí áíôßóôïé÷ùí óõíäåôþí, ôá ìç-
íýìáôá ðïõ åíåñãïðïéïýíôáé åßôå åðÜãïõí ôïí
ðïëëáðëáóéáóìü (Grb2-ras, PLC-ã, MAPK) åßôå
åðéäñïýí (óõíÞèùò áíáóôáëôéêÜ) óôïí êõôôáñéêü
èÜíáôï (PI3-êéíÜóç) (Ó÷Þìá 2).

Ôï åîùêõôôÜñéï ôìÞìá ôçò ïìÜäáò HER õðï-
äÝ÷åôáé ôïí áíôßóôïé÷ï óõíäÝôç êáé ç óõããÝíåéá
ìáæß ôïõ êáèïñßæåé ôçí Ýíôáóç êáé ôï ÷ñüíï ôïõ
óÞìáôïò. Ç åíäïêõôôÜñéá ðåñéï÷Þ ôùí õðïäï-
÷Ýùí Ý÷åé ìåëåôçèåß óå âÜèïò ôá ôåëåõôáßá ÷ñü-
íéá êáé áðïäåß÷èçêå üôé áðïôåëåßôáé áðü ìéá êá-
ôáëõôéêÞ õðïìïíÜäá (ðñùôåúíéêÞ êéíÜóç ôçò ôõ-
ñïóßíçò) êáé äéÜöïñåò ðåñéï÷Ýò SH2 (src homo-
logy regions 2) êáé PTB (phosphotyrosine-binding)
ðïõ ï ñüëïò ôïõò åßíáé íá äñïõí ùò ðñïóáñìï-

Ó÷Þìá 1. Ç ðñïóÝããéóç ôïõ óõíäÝôç óôïí õðïäï÷Ýá ðïõ âñßóêåôáé óôçí êõôôáñéêÞ ìåìâñÜíç Ý÷åé óáí óõíÝðåéá
ôï ó÷çìáôéóìü ïìïéïäéìåñþí (ð÷ HER-1/HER-1) Þ åôåñï-äéìåñþí (ð÷ HER-1/HER-2). Ï äéìåñéóìüò ôùí õðïäï-
÷Ýùí ïäçãåß óôçí öùóöïñõëßùóç ôçò êõôôáñoðëáóìáôéêÞò “ïõñÜò” ôùí õðïäï÷Ýùí êáé åíåñãïðïßçóç ôïõ åíäï-
êõôôÜñéïõ ìçíýìáôïò.
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Ó÷Þìá 2. Äýï áðü ôá óçìáíôéêüôåñá åíäïêõôôÜñéá ãåãïíüôá ðïõ åðÜãïíôáé áðü ôá äéìåñÞ HER-2/HER-3 åßíáé
ç åíåñãïðïßçóç ôçò PI3K (3-êéíÜóç ôçò öùöóãáôéäõë-éíïóéôüëçò) ðïõ áíáóôÝëëåé ôçí áðüðôùóç êáé åðÜãåé ôïí
ðïëëáðëáóéáóìü êáé ôçí åðéâßùóç êáé ôïõ äñüìïõ ôùí ras - MAPK (mitogen activated protein kinase) ðïõ ùèåß
ôï êýôôáñï óôç äéáäéêáóßá ôïõ ðïëëáðëáóéáóìïý (Ýîïäïò áðü ôçí G

0
 öÜóç).
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ãåßò ãéá ôçí ðñïóÝëêõóç óôï ðåñéâÜëëïí ôïõ
õðïäï÷Ýá ðñùôåúíþí ðïõ áðïôåëïýí ôìÞìáôá ôïõ
õðï-ìåìâñáíéêïý óÞìáôïò. Ïé SH2 ðåñéï÷Ýò åßíáé
áëëçëïõ÷ßåò ðåñßðïõ 100 áìéíïîÝùí ðïõ áíôé-
äñïýí ìå ðñùôåÀíåò ðïõ Ý÷ïõí öùóöïñõëéùìÝ-
íåò ôõñïóßíåò, êáèïñßæïíôáò ôçí åéäéêüôçôÜ ôïõò
ìå âÜóç ôá 3-6 êáñâïîõôåëéêþò êåßìåíá ðñïò
ôçí öùóöï-ôõñïóßíç áìéíïîÝá. Áíôßèåôá ç åéäé-
êüôçôá ôùí PTB êáèïñßæåôáé áðü ôçí áìéíïôåëé-
êþò êåßìåíç óåéñÜ ôùí áìéíïîÝùí. Ìå áõôü ôïí
ôñüðï, ðñïóåëêýïíôáé óôïõò HER õðïäï÷åßò äéÜ-
öïñá ìüñéá ðïõ åßôå åßíáé ðñïóáñìïãåßò (adap-
tors) üðùò ôá Grb2, Grb7, Shc, Crk êáé Gab1,
åßôå êéíÜóåò üðùò ç PI3K êáé ïé Src, öùóöïëéðÜ-
óåò (PLC-g1) êáé öùóöáôÜóåò (SHP1 and SHP2).
Ç ôåëéêÞ Ýêâáóç áðü ôçí åíåñãïðïßçóç åíüò ôüóï
ðïëýðëïêïõ äéêôýïõ åîáñôÜôáé áðü ôïí ôýðï ôïõ
óõíäÝôç, ôçí óõãêÝíôñùóÞ ôïõ, ôïí óõíäõáóìü
ôùí õðïäï÷Ýùí ðïõ åêöñÜæïíôáé óôçí ìåìâñÜíç
êáé ôï åßäïò ôùí äéìåñþí (ïìïéï- Þ åôåñï-äéìå-
ñþí) ðïõ ôåëéêÜ ó÷çìáôßæïíôáé.

Åßíáé ïõóéáóôéêü íá ôïíéóôåß üôé ï HER-2, ðïõ
Ý÷åé ôçí éó÷õñüôåñç êáôáëõôéêÞ õðïìïíÜäá, äåí
Ý÷åé êáíÝíá ãíùóôü óõíäÝôç, áíÞêïíôáò Ýôóé óôçí
ïìÜäá ôùí “ïñöáíþí” õðïäï÷Ýùí. Ìå ôçí Ýëëåé-
øç óõíäÝôç ðïõ íá ìðïñåß íá ó÷çìáôßæåé ïìïéï-
äéìåñÞ HER-2/HER-2, ôÝôïéá äéìåñÞ äåí õðÜñ-
÷ïõí óå öõóéïëïãéêÝò óõíèÞêåò, áíáãêÜæïíôáò
Ýôóé ôïí HER-2 íá ó÷çìáôßæåé äéìåñÞ ìå Üëëá
ìÝëç ôçò ïìÜäáò, üôáí áõôÜ óõíäåèïýí ìå ôïí
äéêü ôïõò óõíäÝôç. Ùóôüóï, ç äçìéïõñãßá åôåñï-
äéìåñþí ìå ôïí HER-2 áõîÜíåé ôçí óõããÝíåéá
ôïõ Üëëïõ õðïäï÷Ýá ìå ôïí óõíäÝôç ôïõ êáé áõ-
îÜíåé ôï åíäïêõôôÜñéï óÞìá ôïõ, ëüãù ôçò éó÷õ-
ñÞò êéíÜóçò ôïõ HER-2 (åíßó÷õóç) êáé ôïõ ìåãá-
ëýôåñïõ ÷ñüíïõ çìéæùÞò óôçí åðéöÜíåéá ôïõ êõô-
ôÜñïõ (ðáñÜôáóç ôïõ óÞìáôïò).

Ïõóéáóôéêü üìùò ñüëï ðáßæåé ôï ôñßôï ìÝëïò
ôçò ïìÜäáò, ï HER-3. Åíþ, óå áíôßèåóç ìå ôïí
HER-2 õðïäÝ÷åôáé ìå éó÷õñÞ óõããÝíåéá ðïëëÜ
áðü ôá ìÝëç ôçò ïìÜäáò ôùí óõíäåôþí êáé Ýôóé
ç äçìéïõñãßá äéìåñþí HER-3/HER-3 åßíáé åöéêôÞ,
ôÝôïéá äéìåñÞ ðáñáìÝíïõí áíåíåñãÜ ëüãù ôçò
áíõðáñîßáò åíåñãÞò êéíÜóçò óôçí åíäïêõôôÜñéá
áëõóßäá ôïõ õðïäï÷Ýá. Ç åíåñãïðïßçóÞ ôïõ ÷ñåéÜ-
æåôáé ïðùóäÞðïôå ôïí åôåñï-äéìåñéóìü ìå êÜ-
ðïéï Üëëï ìÝëïò ôçò ïìÜäáò, êáôÜ ðñïôßìçóç
ôïí HER-2. Ç éó÷õñÞ äñÜóç êéíÜóçò ôïõ HER-2
óå óõíäõáóìü ìå ôéò ðïëëÝò ðåñéï÷Ýò äÝóìåõóçò
ôçò PI3K (ðïõ áðïôåëåß éó÷õñüôáôï óÞìá åðéâßù-
óçò) óôçí åíäïêõôôÜñéá áëõóßäá ôïõ HER-3, êÜ-
íïõí ôï äéìåñÝò HER-2/HER-3 ôï ðéï éó÷õñü äé-
ìåñÝò óôçí åðáãùãÞ ôïõ êõôôáñéêïý ðïëëáðëá-

óéáóìïý, ôçò åðéâßùóçò êáé ôçò åîáëëáãÞò.
Áðü âéïëïãéêÞ óêïðéÜ, ç ðñïöýëáîç ôçò éó÷õ-

ñüôåñçò êéíÜóçò (HER-2) ìå ôçí Ýëëåéøç óõíäÝ-
ôç êáé ôïõ ìåãáëýôåñïõ ìåôáãùãÝá óÞìáôïò (HER-
3) ìå ôçí Ýëëåéøç êéíÜóçò, áðïôåëåß ðéèáíþò ìéá
äéêëåßäá áóöáëåßáò ôçò öýóçò óôïí Ýëåã÷ï ôüóï
óçìáíôéêþí ìç÷áíéóìþí ãéá ôçí åðéâßùóç êáé ôçí
åîáëëáãÞ.

Ç ïéêïãÝíåéá ôùí HER õðïäï÷Ýùí óôïí
êáñêßíï ôïõ ìáóôïý

Ðåñßðïõ ôï Ýíá ôñßôï ôùí êáñêßíùí ôïõ ìá-
óôïý õðåñåêöñÜæïõí ôïí õðïäï÷Ýá HER-2. Áí êáé
ç õðåñÝêöñáóç ôïõ HER-2 Ý÷åé áðïäåé÷èåß êáé óå
Üëëåò êáêïÞèåéåò, ìüíï óôïí êáñêßíï ôïõ ìáóôïý
áõôü öáßíåôáé íá ðáßæåé óçìáíôéêü ñüëï óôçí ðá-
èïãÝíåóç êáé, êáôÜ óõíÝðåéá, óôç èåñáðåßá ôçò
íüóïõ. Óå êõôôáñéêü åðßðåäï, áõôÞ ç õðåñÝêöñá-
óç ïäçãåß óå áõîçìÝíï ðïëëáðëáóéáóìü (ìå åëÜô-
ôùóç ôïõ p27KIP1 êáé áýîçóç ôçò êõêëßíçò-D), åëÜô-
ôùóç ôçò áðüðôùóçò (ìå óõíÝðåéá êáé ôçí áíôß-
óôáóç óå ÷çìåéïèåñáðåõôéêÜ) êáé åëáôôùìÝíç Ýê-
öñáóç ðïëëþí ìïñßùí ðñïóêüëëçóçò (üðùò ïé
á2=éíôåãêñßíåò êáé ïé êáíô÷åñßíåò) ðïõ áõîÜíåé ôï
ìåôáóôáôéêü äõíáìéêü ôùí êõôôÜñùí.

Óôïõò áóèåíåßò ìå êáñêßíï ôïõ ìáóôïý, áõôÞ
ç õðåñÝêöñáóç ïöåßëåôáé óõíçèÝóôåñá óå åíß-
ó÷õóç ôïõ ãïíéäßïõ (gene amplification). ÕðÜñ-
÷ïõí ùóôüóï áóèåíåßò ìå õðåñÝêöñáóç ÷ùñßò
åíßó÷õóç ôïõ ãïíéäßïõ (single-copy overexpres-
sion) êáé áóèåíåßò ìå åíßó÷õóç ôïõ ãïíéäßïõ ÷ù-
ñßò õðåñÝêöñáóç ôçò ðñùôåÀíçò. Ç ôåëåõôáßá
ïìÜäá Ý÷åé åðßóçò êáêÞ ðñüãíùóç, ðéèáíþò ëüãù
åíßó÷õóçò ðáñáêåßìåíùí ãïíéäßùí (üðùò ôçò ôï-
ðïúóïìåñÜóçò-ÉÉá). ÔÝëïò, ìåñéêïß áóèåíåßò åêöñÜ-
æïõí ìéá äéáöïñåôéêÞ ìïñöÞ ôïõ õðïäï÷Ýá (al-
ternative splicing) ðïõ óôåñåßôáé åíüò ìéêñïý ôìÞ-
ìáôïò, áêñéâþò êáñâïîõôåëéêÜ ôçò ìåìâñÜíçò êáé
ïäçãåß óå óõíå÷Þ êáé ÷ùñßò ôçí áíÜãêç óõíäÝôç,
ó÷çìáôéóìü (êáé åíåñãïðïßçóç) HER-2/HER-2 äé-
ìåñþí. Ç ðñùôåïëõôéêÞ äéÜóðáóç ôçò åîùêõôôÜ-
ñéáò ðåñéï÷Þò ôïõ õðïäï÷Ýá ìðïñåß åðßóçò íá
ïäçãÞóåé óå äéìåñéóìü ôï õðüëïéðï ôìÞìá, åíþ
ôá åëåýèåñá åîùêõôôÜñéá ôìÞìáôá (p95 ECD-HER-
2) ìðïñïýí íá áíé÷íåõèïýí ìå ELISA óôïí ïñü
ôùí áóèåíþí óáí êáñêéíéêïß äåßêôåò.

Óôçí êëéíéêÞ ðñÜîç, ç õðåñÝêöñáóç ôïõ HER-
2 áðïôåëåß êáêü ðñïãíùóôéêü ãéá åëáôôùìÝíç
åëåõèÝñá-íüóïõ åðéâßùóç êáé óõíïëéêÞ åðéâßùóç
óå áóèåíåßò ìå èåôéêïýò ìáó÷áëéáßïõò ëåìöáäÝ-
íåò. Åíþ ïé áóèåíåßò ìå HER-2 èåôéêïýò üãêïõò
Ý÷ïõí ó÷åôéêÞ áíôßóôáóç óå ÷çìåéïèåñáðåõôéêÜ
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ó÷Þìáôá ÷ùñßò áíèñáêõêëßíåò (CMF) êáé óôá
áíôéïéóôñïãüíá, ç óõí-õðåñÝêöñáóç ôçò ôïðïú-
óïìåñÜóçò-ÉÉá ïäçãåß óå êáëýôåñç áðÜíôçóç óôéò
áíèñáêõêëßíåò. ÔÝëïò, ç õðåñÝêöñáóç ôïõ HER-
2 áðïôåëåß ðëÝïí óôü÷ï åéäéêÞò èåñáðåõôéêÞò
(trastuzumab, Herceptinâ).

Ï ñüëïò ôïõ HER-2 óôçí èåñáðåõôéêÞ ôïõ êáñ-
êßíïõ ôïõ ìáóôïý Ý÷åé ìåëåôçèåß êáé áíáðôõ÷èåß
åêôåôáìÝíá ôá ôåëåõôáßá ÷ñüíéá êáé ï áíáãíþ-
óôçò ðáñáðÝìðåôáé óôç ó÷åôéêÞ âéâëéïãñáößá.
Ùóôüóï, üëï êáé ðåñéóóüôåñç óçìáóßá äßíåôáé ôå-
ëåõôáßá óôï ñüëï ôùí Üëëùí ôñéþí õðïäï÷Ýùí
ôçò ïìÜäáò êáé óôçí áëëçëåðßäñáóÞ ôïõò ìå ôïí
HER-2. Ìå âÜóç ôï ãåãïíüò üôé HER-2/HER-2 äé-
ìåñÞ äåí õðÜñ÷ïõí óõíÞèùò (áöïý äåí õðÜñ÷åé ï
êáôÜëëçëïò óõíäÝôçò), ôï ïãêïãüíï äõíáìéêü ôïõ
HER-2 åîáñôÜôáé êáôÜ ìåãÜëï âáèìü áðü ôï åßäïò
ôùí äéìåñþí ðïõ ó÷çìáôßæåé. ÌéêñÝò ó÷åôéêÜ ìå-
ëÝôåò äåß÷íïõí üôé áðü ôïõò áóèåíåßò ìå HER-2
èåôéêïýò üãêïõò, ðñáãìáôéêÜ êáêÞ ðñüãíùóç Ý÷ïõí
üóïé õðåñåêöñÜæïõí HER-1 (EGFR) Þ åêöñÜæïõí
HER-3. Áíôßèåôá ç õðåñÝêöñáóç ôïõ ôÝôáñôïõ ìÝ-
ëïõò ôçò ïìÜäáò (HER-4) öáßíåôáé íá âåëôéþíåé
ôçí ðñüãíùóç ôùí HER-2 èåôéêþí áóèåíþí.

ÊáôÜ ôïí ßäéï ôñüðï, ïé áóèåíåßò ðïõ èá ùöå-
ëçèïýí ðñáãìáôéêÜ áðü ôçí ÷ïñÞãçóç ôïõ trastu-
zumab åßíáé áõôïß áðü ôïõò HER-2 èåôéêïýò áóèå-
íåßò ðïõ åêöñÜæïõí HER-3, õðåñåêöñÜæïõí EGFR
Þ åêöñÜæïõí ôçí åíåñãÞ (öùóöïñõëéùìÝíç) ìïñ-
öÞ ôçò êéíÜóçò Akt, ç ïðïßá âñßóêåôáé óôï äñüìï
ôçò ìåôáãùãÞò óÞìáôïò ôïõ HER-3, åíåñãïðïéïý-
ìåíç áðü ôçí PI3K. Ç áíáãíþñéóç áõôþí ôùí
áóèåíþí ðéèáíüôáôá èá âåëôéþóåé ôçí áðïôåëå-
óìáôéêüôçôá ìéáò óôï÷åõìÝíçò èåñáðåßáò üðùò
ôï Herceptin, áöïý ç õðåñÝêöñáóç êáé ìüíç äåí
áñêåß ïýôå ãéá ôç äñÜóç åíüò ïãêïãïíéäßïõ ïýôå
ãéá ôçí ÷ñçóéìïðïßçóÞ ôïõ ùò óôü÷ï èåñáðåßáò.

Áíôé-HER2 èåñáðåßá ãéá ôïí êáñêßíï ôïõ ìá-
óôïý

Ôï trastuzumab (Herceptin, Roche) áíáðôý÷èçêå
ùò áíèñùðïðïéçìÝíï áíôé-HER-2 áíôßóùìá, ìå
âÜóç ôçí ðñïêëéíéêÞ åìðåéñßá óôï áíôßóôïé÷ï
áíôßóùìá åðßìõïò (4D5). Óôü÷ïò ôïõ åßíáé ç åîù-
êõôôÜñéá ðåñéï÷Þ ôïõ õðïäï÷Ýá, êáé ìÜëéóôá Ýíá
ôìÞìá ôçò óôçí ðåñéï÷Þ êïíôÜ óôç ìåìâñÜíç. Ïé
ðñïêëéíéêÝò ìåëÝôåò Ýäåéîáí üôé ïäçãåß óå
· ÅëÜôôùóç ôçò Ýêöñáóçò HER-2 (åðÜãïíôáò

ôçí åíäïêõôôÜñùóç óõìðëåãìÜôùí HER-2/
HER-2/trastuzumab êáé ôåëéêÜ ôçí ðñùôåïëõ-
ôéêÞ áðïäüìçóÞ ôïõò)

· ÅëÜôôùóç ôçò öùóöïñõëßùóçò ôïõ õðïäï÷Ýá
· ÅëÜôôùóç ôçò Ýêöñáóçò HER-3 (åðÜãïíôáò

ôçí åíäïêõôôÜñùóç óõìðëåãìÜôùí HER-2/

HER-3/trastuzumab)
· Áýîçóç ôçò Ýêöñáóçò p27 êáé åëÜôôùóç ôçò

Ýêöñáóçò ôçò êõêëßíçò-D, ìå áðïôÝëåóìá ôçí
áíáóôïëÞ ôçò ðñïüäïõ ôïõ êõôôáñéêïý êýêëïõ
óôçí G0/1 öÜóç áëëÜ êáé ôçí áíáóôïëÞ ôçò
S-öÜóçò ëüãù ôçò åðßäñáóçò ôïõ (åëåýèåñïõ
áðü ôçí êõêëßíç-D) p27 óôçí êõêëßíç-Å. Ôåëé-
êÜ åëáôôþíåôáé ç öùóöïñõëßùóç ôïõ Rb, åíüò
áðü ôá êåíôñéêüôåñá ãåãïíüôá óôçí Ýíáñîç
ôïõ êõôôáñéêïý êýêëïõ.

· ÅëÜôôùóç ôçò åîùêõôôÜñéáò äéÜóðáóçò ôïõ
HER-2

· ÅëÜôôùóç ôçò Ýêöñáóçò VEGF
· Áíôéãïíï-åîáñôþìåíç êõôôáñïôïîéêüôçôá

(ADCC) åíÜíôéá óå HER-2 èåôéêÜ êýôôáñá
Óå êëéíéêïýò üñïõò, ç ìïñéáêÞ äñÜóç ôïõ tras-

tuzumab ìåôáöñÜæåôáé ìå õøçëüôåñá ðïóïóôÜ
áíôáðüêñéóçò, åëåõèÝñáò íüóïõ êáé ßóùò óõíïëé-
êÞò åðéâßùóçò. Ï óõíäõáóìüò ôïõ ìå ÷çìåéïèå-
ñáðåõôéêÜ (ôáîÜíéá, cis-ðëáôßíç, êá) Ý÷åé áðïäåé-
÷èåß ôüóï in vitro üóï êáé óôçí êëéíéêÞ ðñÜîç.

Ùóôüóï, áîßæåé ðÜëé íá ôïíéóôåß üôé ìüíï ôï
Ýíá ôñßôï áðü ôéò áóèåíåßò ìå HER-2 èåôéêïýò
üãêïõò èá ùöåëçèïýí áðü ôçí áãùãÞ ìå hercept-
in. Áõôü ïöåßëåôáé åßôå óôçí õðåñÝêöñáóç “ðá-
ñÜëëçëùí” äñüìùí ôçò ìåôáãùãÞò óÞìáôïò (HER-
1, FGFR1) åßôå óå ìåôáëëÜîåéò ðïõ âñá÷õêõêëþ-
íïõí ôçí åîÜñôçóç ôïõ åíäïêõôôÜñéïõ ìçíýìáôïò
(êõñßùò ôçò PI3K) áðü ôïõò åðéöáíåéáêïýò õðïäï-
÷åßò ôçò ïìÜäáò HER. Áðü ôçí Üëëç, áöïý ôï
åíäïêõôôÜñéï ìÞíõìá áðü ôïí HER-2 åîáñôÜôáé
êõñßùò áðü ôïí õðïäï÷Ýá ìå ôïí ïðïßï ó÷çìáôß-
æåé äéìåñÞ, ç Ýêöñáóç êáé ôùí Üëëùí ìåëþí ôçò
ïìÜäáò HER åßíáé ëïãéêü íá åðçñåÜæåé óçìáíôéêÜ
ôçí áðÜíôçóç ôùí êõôôÜñùí óôçí áíôé-HER-2 èå-
ñáðåßá. ¸ôóé áóèåíåßò ìå HER-2 èåôéêïýò üãêïõò
êáé åíåñãÞ PI3K (üðùò öáßíåôáé ìå áðëÝò áíïóïú-
óôï÷çìéêÝò ÷ñþóåéò ðïõ åêôéìïýí ôçí öùóöïñõ-
ëßùóç ôçò Akt êéíÜóçò, åíüò áðü ôïõò ìåßæïíåò
óôü÷ïõò ôçò PI3K êáé óõíåðáêüëïõèá ôïõ HER-3),
óýìöùíá ìå ðñüóöáôåò ìåëÝôåò (AACR 2002)
Ý÷ïõí ìåãáëýôåñï ðïóïóôü áíôáðüêñéóçò áðü HER-
2 èåôéêïýò áëëÜ p-Akt áñíçôéêïýò áóèåíåßò. Ç
Ýñåõíá ãéá ôçí ôáîéíüìçóç ôùí HER-2 èåôéêþí
üãêùí ìå âÜóç ôçí Ýêöñáóç Üëëùí õðïäï÷Ýùí
ôçò ïìÜäáò HER èá âïçèÞóåé óôçí ïñèïëïãéêüôå-
ñç åðéëïãÞ èåñáðåßáò áëëÜ êáé óôçí ÷ñçóéìïðïßç-
óç êáé Üëëùí áíôáãùíéóôþí ôùí õðïäï÷Ýùí (anti-
EGFR) Þ ôïõ åíäïêõôôÜñéïõ ìçíýìáôïò (áíáóôï-
ëåßò PI3K).

ÕðÜñ÷åé áêüìç ðïëýò äñüìïò ìÝ÷ñé íá ìðïñÝ-
óïõìå íá áîéïðïéÞóïõìå óôçí êëéíéêÞ ðñÜîç óõ-
ìðåñÜóìáôá ðïõ ôçí ôåëåõôáßá äåêáåôßá áðïêïìß-
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üóïí áöïñÜ ôï ìïíôÝëï ôçò äñÜóçò ôùí õðïäï-
÷Ýùí HER óôïí êáñêßíï ôïõ ìáóôïý. Ç ìåëÝôç
ôùí HER õðïäï÷Ýùí êáé óå Üëëïõò üãêïõò, èá
âïçèÞóåé ßóùò óôçí ðéï åîåéäéêåõìÝíç áíôéìåôþðé-
óç üãêùí ðïõ ü÷é áðëÜ õðåñåêöñÜæïõí ôïí óõ-
ãêåêñéìÝíï õðïäï÷Ýá, áëëÜ óôçñßæïõí ôçí åðéâßù-
óÞ ôïõò óå ìçíýìáôá ðïõ Üãïíôáé ìÝóù áõôïý.

óèçêáí áðü ôï åñãáóôÞñéï. Ç äéáöïñåôéêÞ óõìðå-
ñéöïñÜ ôïõ êÜèå üãêïõ áðü ôá ó÷åôéêÜ óôáèåñÜ
ìïíôÝëá ôïõ åñãáóôçñßïõ êáé ï ôåñÜóôéïò üãêïò
ðëçñïöïñéþí ðïõ ðñïò ôï ðáñüí áðëþò óõëëÝ-
ãåôáé ÷ùñßò íá ìðïñåß íá äéï÷åôåõèåß óôçí êëéíé-
êÞ ðñÜîç (translational research), ïöåßëïõí íá îå-
ðåñáóôïýí óôçí åðüìåíç ðåíôáåôßá, ôïõëÜ÷éóôïí

ABSTRACT

KONSTANTINOS T. PAPAZISIS, DAVID W. MILES: The role of human EGF receptors in
Breast Cancer. From molecular oncology to the clinical practice

Receptor protein tyrosine kinases (rPTKs) play a very important role in the regulation of
cellular survival, proliferation and differentiation. A group of type-I rPTKs, human EGF receptors
(HERs) seems to be important in the pathogenesis as well as for the treatment of breast
cancer. In this short review we discuss the importance of HER-2 in regulating cellular events
that lead to activation of proliferation with a special focus on the role of the other three
members of the HER family, especially HER-3. HER-3 expression and activation of it’s downs-
tream signals (PI3 kinase and Akt) are required for the response of HER-2 positive tumors to
herceptin treatment. The exploration of the role of the other members of HER family in the
biology and treatment of HER-2 positive tumors may have a positive impact in the treatment of
other HER-2 positive malignancies also. Forum of Clinical Oncology 1 (2):115-119, 2002.
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Ôá äéöùóöïíéêÜ óôçí ïãêïëïãßá

×. ×ñéóôïäïýëïõ

ÐÅÑIËÇØÇ
Ïé ïóôéêÝò ìåôáóôÜóåéò åßíáé óõíÞèåéò óôïõò êáêïÞèåéò üãêïõò ìå áñíçôéêÞ åðßäñáóç óôçí
ðïéüôçôá æùÞò ôùí áóèåíþí. Õðü öõóéïëïãéêÝò óõíèÞêåò ï ïóôßôçò éóôüò âñßóêåôáé óå äéáñ-
êþò éóïññïðïýóá ëåéôïõñãßá áðïäüìçóçò êáé áíáäüìçóçò. Ç éóïññïðßá äéáôáñÜóóåôáé áðü
ôçí åãêáôÜóôáóç êáñêéíéêþí êõôôÜñùí ôá ïðïßá áðåëåõèåñþíïõí ðáñÜãïíôåò ïé ïðïßïé åðÜ-
ãïõí ôïí ðïëëáðëáóéáóìü, ôçí ùñßìáíóç ôç ìåôáíÜóôåõóç êáé ôçí åíåñãïðïßçóç ôùí ïóôåï-
êëáóôþí óôá óçìåßá ôçò ìåôÜóôáóçò. Ôá äéöùóöïíéêÜ áíáóôÝëëïõí ôçí ïóôéêÞ áðïññüöçóç,
äñþíôáò Üìåóá êáé Ýììåóá óôïõò ïóôåïêëÜóôåò. Å÷ïõí ðåñéïñéóìÝíç âéïäéáèåóéìüôçôá áðü
ôïõ óôüìáôïò, áðïâÜëëïíôáé áðü ôá íåöñÜ êáé åßíáé ó÷åôéêÜ íåöñïôïîéêÜ óå ôá÷åßá ÷ïñÞãç-
óç. Ôá íåþôåñá ðáñÜãùãá ëüãù êáëýôåñçò áíï÷Þò ÷ïñçãïýíôáé åíäïöëåâßùò åíôüò ïëßãùí
ëåðôþí. Ôá äéöùóöïíéêÜ Ý÷ïõí áðïäåé÷èåß áðïôåëåóìáôéêÜ óôç èåñáðåßá ôçò êáêïÞèïõò
õðåñáóâåóôéáéìßáò, åíþ óå áóèåíåßò ìå êáñêßíï ôïõ ìáóôïý êáé ðïëëáðëïýí ìõÝëùìá êáèõ-
óôåñïýí ôçí åìöÜíéóç íÝùí ïóôéêþí ìåôáóôÜóåùí, ìåéþíïõí ôéò åðéðëïêÝò ôùí ïóôéêþí
ìåôáóôÜóåùí êáé âåëôéþíïõí ôçí ðïéüôçôá æùÞò ôïõò. Ç æïëåäñïíÜôç Ý÷åé äåßîåé áðïôåëå-
óìáôéêüôçôá êáé ïóôéêÝò ìåôáóôÜóåéò áðü êáñêßíï ôïõ ðñïóôÜôç, ôïõ ðíåýìïíá êáé Üëëïõò
óõìðáãåßò üãêïõò. ÕðÜñ÷ïõí áíôéêñïõüìåíåò ìåëÝôåò ãéá åíäå÷üìåíç áíôéíåïðëáóìáôéêÞ
äñÜóç ôùí äéöùóöïíéêþí. ÂÞìá ÊëéíéêÞò Ïãêïëïãßáò 2002, 1 (2):120-125.
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ÅéóáãùãÞ

Ï óêåëåôüò åßíáé ìéá áðü ôéò óõ÷íüôåñåò èÝ-
óåéò ìåôáóôÜóåùò êáñêéíéêþí êõôôÜñùí. Ïé óõ-
íçèÝóôåñïé êáêïÞèåéò üãêïé, üðùò ï êáñêßíïò ôïõ
ðíåýìïíá, ôïõ ìáóôïý êáé ôïõ ðñïóôÜôïõ äßäïõí
óõ÷íüôáôá ïóôéêÝò ìåôáóôÜóåéò1. ÏóôéêÞ óõììå-
ôï÷Þ ðáñáôçñåßôáé áêüìç êáé óå áéìáôïëïãéêÝò
êáêïÞèåéåò, üðùò ôï ðïëëáðëïýí ìõÝëùìá, óôï
ïðïßï üìùò ç êõôôáñéêÞ âéïëïãßá ôùí ïóôéêþí
âëáâþí äéáöÝñåé êÜðùò áðü åêåßíç óôïõò óõ-
ìðáãåßò üãêïõò.

Ïé åðéðôþóåéò ôùí ïóôéêþí ìåôáóôÜóåùí åß-

íáé êáôáóôñïöéêÝò ãéá ôïõò áóèåíåßò êáé ïäç-
ãïýí óå óçìáíôéêÞ õðïâÜèìéóç ôçò ðïéüôçôáò ôçò
æùÞò ôïõò, åíþ ðáñÜëëçëá áðïôåëïýí óçìáíôéêü
ðáñÜãïíôá íïóçñüôçôáò ôùí êáñêéíïðáèþí êáé
ïéêïíïìéêÞò åðéâÜñõíóçò ôùí óõóôçìÜôùí õãåßáò.
Ï ðüíïò åßíáé ç óçìáíôéêüôåñç êáé óõ÷íüôåñç
óõíÝðåéá ôùí ïóôéêþí ìåôáóôÜóåùí. ¢ëëåò åðé-
ðëïêÝò åßíáé ç äéÞèçóç ôïõ ìõåëïý, ç õðåñáóâå-
óôéáéìßá, ôá ðáèïëïãéêÜ êáôÜãìáôá, ç óõìðßåóç
ôïõ íùôéáßïõ ìõåëïý.

Ç áíôéìåôþðéóç ôùí ïóôéêþí ìåôáóôÜóåùí ãß-
íåôáé ìå ÷çìåéïèåñáðåßá, ïñìïíïèåñáðåßá, åîùôå-
ñéêÞ áêôéíïèåñáðåßá, ñáäéåíåñãü óôñüíôéï, ñÞíéï
Þ óçìÜñéï, ÷åéñïõñãéêÞ óôáèåñïðïßçóç ôïõ ðÜ-
ó÷ïíôïò ïóôïý êáé âåâáßùò ìå ÷ïñÞãçóç êáôÜë-
ëçëùí áíáëãçôéêþí öáñìÜêùí. Ôá ôåëåõôáßá ÷ñü-
íéá Ýíá áêüìç üðëï ðñïóåôÝèç óôçí èåñáðåõôéêÞ
ìáò öáñÝôñá êáé áõôÜ åßíáé ôá äéöùóöïíéêÜ.



Ôá äéöùóöïíéêÜ óôçí ïãêïëïãßá —————————————————————————————————————————— 121

Áí êáé ç áéôßá ãéá íá ìðïõí ôá äéöùóöïíéêÜ
óôçí ïãêïëïãßá Þôáí õðåñáóâåóôéáéìßá, áõôü ðïõ
ôá êáôáîßùóå óôç óõíåßäçóç ôùí ïãêïëüãùí êáé
ôá êáèéÝñùóå óáí ìåßæïíá ðñüïäï óôçí ïãêïëï-
ãßá Þôáí ç äñÜóç ôïõò óôéò ïóôéêÝò ìåôáóôÜóåéò,
åíþ ìÝãá æçôïýìåíï ðáñáìÝíåé ç áíôéíåïðëá-
óìáôéêÞ ôïõò äñÜóç.

Ãéá íá ãßíåé êáëýôåñá áíôéëçðôüò ï ñüëïò ôùí
äéöùóöïíéêþí èá ðñïçãçèïýí êÜðïéá óôïé÷åßá
ãéá ôç öõóéïëïãßá ôïõ ïóôïý êáé ôçí ðáèïöõóéï-
ëïãßá ôùí ïóôéêþí ìåôáóôÜóåùí.

ÖõóéïëïãéÜ ïóôïý êáé ðáèïöõóéïëïãßá ôùí
ïóôéêþí ìåôáóôÜóåùí

Ï áíèñþðéíïò óêåëåôüò åîõðçñåôåß óçìáíôé-
êÝò ëåéôïõñãßåò, üðùò åßíáé ç óôÞñéîç, ç ðñïóôá-
óßá ôùí áíèñùðßíùí ïñãÜíùí, ç êßíçóç êáé ç
áéìïðïßçóç. ÅðéðëÝïí ï óêåëåôüò áðïôåëåß ôçí
“áðïèÞêç” áóâåóôßïõ, êáé öùóöüñïõ ãéá ôïí ïñ-
ãáíéóìü, ñõèìßæïíôáò ôéò áíÜãêåò ôïõ. Ï ïóôßôçò
éóôüò âñßóêåôáé óå áäéÜêïðç ëåéôïõñãßá êáôÜ ôçí
ïðïßá ôá ïóôÜ äéáñêþò áðïäïìïýíôáé êáé áíáäï-
ìïýíôáé (ïóôéêÞ áíáêáôáóêåõÞ).

Óå ìéêñïóêïðéêü åðßðåäï ôá ïóôÜ áðïôåëïý-
íôáé áðü ôç ìåóïêõôôÜñéá ïõóßá êáé ôá êýôôáñá,
ðïõ ïíïìÜæïíôáé ïóôåïêëÜóôåò, ïóôåïâëÜóôåò êáé
ïóôåïêýôôáñá. Ç ìåóïêõôôÜñéá ïõóßá åßíáé êáôÜ
20% ïñãáíéêÞ, ðïõ ëÝãåôáé ïóôåïåéäÝò êáé êõ-
ñßùò áðïôåëåßôáé áðü êïëëáãüíï êáé êáôÜ 80%
áíüñãáíç (õäñïîý-áðáôßôçò). Ï õäñïîý-áðáôßôçò
ó÷çìáôßæåôáé áðü áóâÝóôéï êáé öþóöïñï. Ïé ïóôåï-
âëÜóôåò ðáñÜãïõí óôçí áñ÷Þ ôï ïóôåïåéäÝò, åðÜ-
íù óôï ïðïßï äïìïýíôáé ïé êñýóôáëëïé ôïõ õäñï-
îý-áðáôßôç. ¼ôáí ïé ïóôåâëÜóôåò åãêëùâéóôïýí
ìÝóá óôç èåìÝëéá ïõóßá åðéôåëïýí ìüíï ìéêñÝò
åñãáóßåò åðáíáäüìçóçò ôïõ ïóôïý, ïíïìÜæïíôáé
ïóôåïêýôôáñá êáé áðïôåëïýí ôï 95% ôùí êõôôÜ-
ñùí ôïõ ïóôßôç ïóôïý. Ïé ïóôåïêëÜóôåò ìå ôç
âïÞèåéá åéäéêþí åíæýìùí áðïäïìïýí ôç ìåóïêõô-
ôÜñéï ïõóßá áðåëåõèåñþíïíôáò áóâÝóôéï, öþóöï-
ñï êáé ðñïúüíôá äéÜóðáóçò ôïõ êïëëáãüíïõ üðùò
ç õäñïîõ-ðñïëßíç.

Õðü êáíïíéêÝò óõíèÞêåò ïé ëåéôïõñãßåò ôçò
åðáíáäüìçóçò ôïõ ïóôïý áðü ôïõò ïóôåïâëÜóôåò
êáé ôçò áðïññüöçóçò ôïõ ïóôïý áðü ôïõò ïóôåï-
êëÜóôåò âñßóêïíôáé óå óýæåõîç ìå áõóôçñÞ ìÜëé-
óôá áêïëïõèßá, óôçí ïðïßá ðñïçãåßôáé ç áðïññü-
öçóç êáé Ýðåôáé ç åðáíáäüìçóç. ¼ôáí üìùò êá-
êïÞèç êýôôáñá åãêáôáóôáèïýí óôá ïóôÜ Þ áíù-
ôÝñù äéáäéêáóßá ôçò ïóôéêÞò áíáêáôáóêåõÞò äéá-
ôáñÜóóåôáé.

Ç ìåôÜóôáóç óôá ïóôÜ ôùí êáêüçèùí üãêùí
åßíáé ìßá ðïëõóôáäéáêÞ äéáäéêáóßá, ðïõ äåí åîáñ-
ôÜôáé ìüíï áðü ôçí áããåßùóç êáé áéìáôéêÞ ñïÞ2,
áëëÜ êáé áðü ðáñÜãïíôåò ôùí íåïðëáóìáôéêþí
êõôôÜñùí êáé ðáñÜãïíôåò ôïõ ìéêñïðåñéâÜëëïíôïò.

ÔÝôïéïé ðáñÜãïíôåò åßíáé ôï ðåðôßäéï ðïõ ó÷å-
ôßæåôáé ìå ôçí ðáñáèïñìüíç (PTH-rP), ï ðáñÜ-
ãùí ìåôáìüñöùóçò-â (TGF-â)3, ï éíóïõëéíéêüò
áõîçôéêüò ðáñÜãùí (IGF), o áõîçôéêüò ðáñÜãùí
ôùí éíïâëáóôþí (FGF), ï áõîçôéêüò ðáñÜãùí ôùí
áéìïðåôáëßùí (PDGF). Oé ðáñÜãïíôåò áõôïß åðÜ-
ãïõí ôïí ðïëëáðëáóéáóìü ôùí ïóôåïêëáóôþí êáé
âïçèïýí óôçí ùñßìáíóç, óôç ìåôáíÜóôåõóç êáé
ôÝëïò óôçí åíåñãïðïßçóç ôïõò óôï óçìåßï ôçò
ïóôéêÞò ìåôÜóôáóçò. Ïé Üöèïíïé ðëÝïí ïóôåï-
êëÜóôåò äéáëýïõí êáôáñ÷Üò ôçí ïñãáíéêÞ èåìÝ-
ëéá ïõóßá êáé óôç óõíÝ÷åéá ôïí õäñïîõ-áðáôßôç
äçìéïõñãþíôáò ïóôåïëõôéêÝò åóôßåò óôéò èÝóåéò
ôùí ìåôáóôÜóåùí.

Ç ðëåéïøçößá ôùí êáêüçèùí íåïðëáóìÜôùí
üðùò ð.÷. ïé êáñêßíïé ôïõ ìáóôïý êáé ôïõ ðíåýìï-
íá ðñïêáëïýí êõñßùò ïóôåïëýóåéò, áí êáé óõ÷íÜ
õðÜñ÷åé ìéêñïý âáèìïý ó÷çìáôéóìüò ïóôßôç éóôïý
êáé ðñïóðÜèåéá åðéäéüñèùóçò ôçò âëÜâçò.

Óôï ðïëëáðëïýí ìõÝëùìá ï ðïëëáðëáóéáóìüò,
ç ìåôáíÜóôåõóç êáé ç åíåñãïðïßçóç ôùí ïóôåï-
êëáóôþí ïöåßëåôáé óôéò êõôïêßíåò, ðïõ ðáñÜãï-
íôáé áðü ôá ìõåëùìáôéêÜ êýôôáñá óôï óõãêåêñé-
ìÝíï ìéêñïðåñéâÜëëïí4. ÔÝôïéåò êõôïêßíåò åßíáé ç
éíôåñëåõêßíç-6 (ÉL-6), ç éíôåñëåõêßíç-1 (IL-1) êáé
ï ðáñÜãùí íÝêñùóçò ôïõ üãêïõ (ÔÍF). ×áñáêôç-
ñéóôéêü ôïõ ìõåëþìáôïò åßíáé ç áðïõóßá ó÷çìáôé-
óìïý íÝïõ ïóôïý êáé ïóôåïâëáóôéêÞò äñáóôçñéü-
ôçôáò. ̧ ôóé ïé âëÜâåò åßíáé áìéãþò ïóôåïëõôéêÝò,
÷ùñßò åíäåßîåéò ïóôåïâëáóôéêÞò äñáóôçñéüôçôáò.
Óå ìåñéêÜ êáêïÞèç íåïðëÜóìáôá, üðùò óôïí êáñ-
êßíï ôïõ ðñïóôÜôç, êõñéáñ÷ïýí ïé ïóôåïóêëçñõ-
íôéêÝò áëëïéþóåéò5. ÐÜíôùò ïé äåßêôåò ïóôéêÞò
áðïññüöçóçò åßíáé ðÜíôá áõîçìÝíïé, Ýíäåéîç üôé
õðÜñ÷åé áðïññüöçóç. ÐáñÜãïíôåò ðïõ åêöñÜæï-
íôáé áðü ôá ðñïóôáôéêÜ êáñêéíéêÜ êýôôáñá åßíáé
ïé FGF, TGF, ôìÞìáôá ðëáóìéíïãüíïõ êáé ç åíäï-
èçëßíç-1, ðïõ åßíáé éó÷õñüò ìéôïãüíïò ðáñÜãùí
ôùí ïóôåïâëáóôþí êáé öáßíåôáé üôé äéáäñáìáôß-
æåé óçìáíôéêü ñüëï óôç äçìéïõñãßá ïóôåïâëáóôé-
êþí ìåôáóôÜóåùí6.

ÄéöùóöïíéêÜ

ÄïìÞ- Öáñìáêïëïãßá

Ôá äéöùóöïíéêÜ åßíáé áíÜëïãá ôïõ åíäïãå-
íïýò ðõñïöùóöïñéêïý óôï ïðïßï Ýíá Üôïìï Üí-
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èñáêá õðïêáèéóôÜ ôï êåíôñéêü Üôïìï ïîõãüíïõ.
ÁõôÞ ç õðïêáôÜóôáóç êáèéóôÜ ôá äéöùóöïíéêÜ
áíèåêôéêÜ óôçí õäñüëõóç êáé åðéôñÝðåé ôçí ðñï-
óèÞêç äýï åðéðëÝïí áëõóßäùí. Ç ìßá áðü ôéò
ðëåõñéêÝò áëõóßäåò Ý÷åé õøçëÞ óõããÝíåéá ìå
êñõóôÜëëïõò áóâåóôßïõ åíþ ç Üëëç äéáöÝñåé óôá
äéÜöïñá äéöùóöïíéêÜ êáé êáèïñßæåé ôçí áíôéá-
ðïññïöçôéêÞ ôïõò éêáíüôçôá. ¸ôóé ôá íåþôåñá
äéöùóöïíéêÜ üðùò ç éìðáíäñïíÜôç êáé ç æïëåí-
äñïíÜôç Ý÷ïõí 10.000-100.000 ìåãáëýôåñç éó÷ý
áðü ôçí åôéäñïíÜôç. Tá äéöùóöïíéêÜ Ý÷ïõí ðå-
ñéïñéóìÝíç âéïäéáèåóéìüôçôá ÷ïñçãïýìåíá áðü ôïõ
óôüìáôïò êáé ãßíïíôáé äýóêïëá áíåêôÜ ðñïêáëþ-
íôáò óçìáíôéêÜ ãáóôñåíôåñéêÜ, éäßùò ïéóïöáãßôé-
äá êáé åëêç7. Ôá äéöùóöïíéêÜ áðïâÜëëïíôáé ó÷å-
äüí áðïêëåéóôéêÜ áðü ôá íåöñÜ. Ç íåöñïôïîéêÞ
ôïõò äñÜóç åßíáé ìéêñÞ êáé ó÷åôßæåôáé ìå ôç äüóç
ôïõ öáñìÜêïõ êáé ôïí ñõèìü åíäïöëÝâåéáò ÷ï-
ñÞãçóçò ôïõ. Ôá íåþôåñá äéöùóöïíéêÜ åßíáé ëé-
ãüôåñá íåöñïôïîéêÜ êáé ìðïñïýí íá ÷ïñçãçèïýí
ìå ôá÷ýôåñï ñõèìü åíäïöëÝâéáò Ýã÷õóçò. ¢ëëåò
ðáñåíÝñãåéåò åßíáé ïóôéêÜ Üëãç, ðõñåôüò, êáôá-
âïëÞ, íáõôßá êáé óðáíéüôáôá õðáóâåóôéáéìßá.

Ôñüðïò äñÜóçò

Ôá äéöùóöïíéêÜ êáôÜ ðñïôßìçóç óõíäÝïíôáé
ìå ïóôÜ, ðïõ Ý÷ïõí õøçëïýò ñõèìïýò ïóôéêïý
ìåôáâïëéóìïý äçëáäÞ õößóôáíôáé áõîçìÝíç áðïñ-
ñüöçóç Þ ó÷çìáôéóìü. Ôá äéöùóöïíéêÜ óõãêå-
íôñþíïíôáé óôçí “åêôåèåéìÝíç” ïóôéêÞ åðéöÜíåéá
ðïõ õößóôáôáé åíåñãü áíáêáôáóêåõÞ. Áðáéôåßôáé
óõíå÷Þò ÷ïñÞãçóç áõôþí ôùí ðáñáãüíôùí ðñï-
êåéìÝíïõ íá åðéôåõ÷èåß óôáèåñÞ ìåßùóç ôçò ïóôé-
êÞò áðïññüöçóçò óå áóèåíåßò ìå ïóôåïëýóåéò.

Ç áíáóôïëÞ ôçò ïóôéêÞò áðïññüöçóçò ïöåß-
ëåôáé óôç Üìåóç êáé Ýììåóç äñÜóç ôùí äéöù-
óöïíéêþí åðß ôùí ïóôåïêëáóôþí. Ôá äéöùóöïíé-
êÜ åìðïäßæïõí ôçí ùñßìáíóç ôùí ïóôåïðëáóôþí
êáé ôçí ìåôáíÜóôåõóç ôïõò óôçí ïóôéêÞ åðéöÜ-
íåéá, üðïõ åêäçëþíïõí ôçí áðïññïöçôéêÞ ôïõò
äñÜóç. Åðßóçò åðÜãïõí ôçí áðüðôùóç ôùí ïóôåï-
êëáóôþí êáèþò êáé áõôþí ôùí êáñêéíéêþí êõôôÜ-
ñùí8. Ôïýôï ïöåßëåôáé óôçí áíáóôïëÞ ôçò ïäïý
ôïõ ìåâáëïíéêïý ïîÝïò9. ÅðéðëÝïí ôá äéöùóöïíé-
êÜ ìåéþíïõí ôçí ðáñáãùãÞ ÉL-6, ç ïðïßá ü÷é ìüíï
åðéäñÜ óôçí ïóôéêÞ áðïññüöçóç áëëÜ åßíáé êáé
éó÷õñüò áõîçôéêüò ðáñÜãùí êáêïÞèùí üãêùí, ðïõ
óõ÷íÜ ìåèßóôáíôáé óôá ïóôÜ10.

×ïñÞãçóç óå êáêïÞèç õðåñáóâåóôéáéìßá

ÌåôÜ ôçí ÷ïñÞãçóç óå áóèåíåßò ìå íüóï Pa-

get, ôá äéöùóöïíéêÜ äïêéìÜóôçêáí óôçí êáêïÞèç
õðåñáóâåóôéáéìßá. Ç åôéäñïíÜôç êáé êëïäñïíÜôç
Ýäåéîáí êÜðïéá äñáóôéêüôçôá,11 ç ðáìéäñïíÜôç
üìùò Þôáí ðéï äñáóôéêÞ ôüóï óôçí ôá÷ýôçôá äéüñ-
èùóçò ôïõ áóâåóôßïõ, üóï êáé óôç äéÜñêåéá äñÜ-
óçò.12,13 Ëüãù ôçò íåöñïôïîéêüôçôáò, ï ÷ñüíïò
÷ïñÞãçóçò ôçò ðáìéäñïíÜôçò Þôáí ìåãÜëïò êáé
ç äüóç ìéêñÞ óôéò ðñþôåò ìåëÝôåò. ÌåôáãåíÝ-
óôåñåò üìùò ìåëÝôåò Ýäåéîáí ôçí äõíáôüôçôá
êáé ôçí áíùôåñüôçôá ÷ïñÞãçóçò ìåãáëýôåñçò
äüóçò (90mg) óå ìéêñüôåñç äéÜñêåéá (4 þñåò)14,15.

Ç éìðáäñïíÜôç16 êáé æïëåäñïíÜôç17, íåþôå-
ñçò ãåíéêÞò äéöùóöïíéêÜ, Ý÷ïõí éó÷õñüôåñç äñÜ-
óç óå ìåëÝôåò in vitro êáé óå ðñïêëéíéêÜ ìïíôÝëá,
áðü ôá ðáëáéüôåñá äéöùóöïíéêÜ. Óå ôõ÷áéïðïéç-
ìÝíåò ìÜëéóôá ìåëÝôåò áðåäåß÷èç ç áíùôåñüôçò
ôçò æïëåäñïíÜôçò óå äüóç 4 êáé 8 mg ÷ïñçãïý-
ìåíçò óå ôá÷åßá åíäïöëÝâéá ÷ïñÞãçóç äéÜñêåéáò
5 ëåðôþí, Ýíáíôé ôçò ðáìéäñïíÜôçò óôç äéüñèù-
óç ôçò õðåñáóâåóôéáéìßáò18.

ÊáèõóôÝñçóç åìöÜíéóçò íÝùí ïóôéêþí ìåôáóôÜ-
óåùí

ÐñïêëéíéêÝò ìåëÝôåò Ýäåéîáí üôé ôá äéöùóöï-
íéêÜ ðñïëáìâÜíïõí ôçí åìöÜíéóç íÝùí ïóôéêþí
ìåôáóôÜóåùí êáé åðéäñïýí èåôéêÜ óôçí åðéâßùóç
áíïóïêáôåóôáëìÝíùí ðåéñáìáôüæùùí ìå êáñêß-
íï19. Åðßóçò áíáóôÝëëïõí ôçí ðñïóêüëëçóç êáñ-
êéíéêþí êõôôÜñùí ìáóôïý Þ ðñïóôÜôïõ óôï
ïóôü20,21. Óå ôõ÷áéïðïéçìÝíç ìåëÝôç öÜíçêå ç
êáèõóôÝñçóç åðéäåßíùóçò ôçò ïóôéêÞò íüóïõ óå
áóèåíåßò ìå êáñêßíï ôïõ ìáóôïý, ðïõ ëáìâÜíïõí
45mg ðáìéäñïíÜôçò ðáñÜëëçëá ìå ôç ÷çìåéïèå-
ñáðåßá22. Áõôü üìùò äåí ìåôáöñÜóôçêå óå ìåßù-
óç ôùí óêåëåôéêþí óõìâáìÜôùí ïýôå óå ðáñÜôá-
óç ôçò åðéâßùóçò, ðéèáíþò ëüãù ôçò ìéêñÞò äü-
óçò ôçò ðáìéäñïíÜôçò ðïõ ÷ñçóéìïðïéÞèçêå.

Ìåßùóç óêåëåôéêþí åðéðëïêþí ïöåéëüìåíùí óå
ïóôéêÝò ìåôáóôÜóåéò êáé âåëôßùóç ôçò ðïéüôç-
ôáò æùÞò.

Äýï ìåãÜëåò ôõ÷áéïðïéçìÝíåò ìåëÝôåò óå áóèå-
íåßò ìå êáñêßíï ôïõ ìáóôïý êáé ïóôéêÝò ìåôáóôÜ-
óåéò áîéïëüãçóáí ôçí ÷ïñÞãçóç 90mg ðáìéäñï-
íÜôçò êÜèå 3-4 åâäïìÜäåò ðáñÜëëçëá ìå ÷ç-
ìåéïèåñáðåßá Þ ïñìïíïèåñáðåßá23,24. Êáé óôéò äýï
ìåëÝôåò äéáðéóôþèçêå üôé ç ïìÜäá ôùí áóèåíþí,
ðïõ Ýðáéñíå äéöùóöïíéêÜ ðáñÜëëçëá ìå ôç ÷ç-
ìåéïèåñáðåßá Þ ïñìïíïèåñáðåßá, åß÷å âåëôßùóç
óôïí ðüíï, âåëôßùóç óôçí êáôÜóôáóç éêáíüôçôáò
êáé êáèõóôÝñçóç óôçí åìöÜíéóç ïðïéáóäÞðïôå
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óêåëåôéêÞò åðéðëïêÞò (êáôÜãìáôïò, áíÜãêçò ãéá
áêôéíïèåñáðåßá, óõìðßåóçò íùôéáßïõ ìõåëïý, õðå-
ñáóâåóôéáéìßáò) óõãêñéíüìåíç ìå ôçí ïìÜäá, ðïõ
Ýëáâå åéêïíéêü öÜñìáêï (placebo) ðáñÜëëçëá ìå
÷çìåéïèåñáðåßá Þ ïñìïíïèåñáðåßá. Ðáñüìïéï
üöåëïò óôçí ðïéüôçôá æùÞò áëëÜ êáé óôçí êáèõ-
óôÝñçóç åêäÞëùóçò óêåëåôéêþí óõìâáìÜôùí
ïöåéëüìåíùí óå ïóôåïëýóåéò, äéáðéóôþèçêå óå
áóèåíåßò ìå ðïëëáðëïýí ìõÝëùìá, ðïõ ôõ÷áéï-
ðïéÞèçêáí óôá ðëáßóéá ìåãÜëçò ìåëÝôçò íá ëÜ-
âïõí ìáæß ìå ôç ÷çìåéïèåñáðåßá 90mg ðáìéäñï-
íÜôçò êÜèå 3-4 åâäïìÜäåò ãéá 2 ÷ñüíéá25.

ÌåëÝôåò ìå ðñþôçò ãåíéÜò äéöùóöïíéêÜ áðü
ôïõ óôüìáôïò, Ýäåéîáí ìåí êÜðïéï êëéíéêü üöå-
ëïò, ü÷é üìùò ôïõ éäßïõ âáèìïý26. Áíôßèåôá, ìå-
ëÝôåò ìå äéöùóöïíéêÜ ôñßôçò ãåíéÜò, üðùò ç æï-
ëåäñïíÜôç, äåß÷íïõí ðéï åíôõðùóéáêÜ áðïôåëÝ-
óìáôá óôçí êáèõóôÝñçóç ôùí ïóôéêþí åðéðëï-
êþí êáé óôç âåëôßùóç ôçò ðïéüôçôáò æùÞò ôüóï
óôïí êáñêßíï ôïõ ìáóôïý, üóï êáé óôï ðïëëá-
ðëïýí ìõÝëùìá27. ÌÜëéóôá ç æïëåäñïíÜôç åßíáé
ôï ìüíï äéöùóöïíéêü, ðïõ áðåäåß÷èç äñáóôéêü
óôçí êáèõóôÝñçóç êáé óôç ìåßùóç ôïõ áñéèìïý
ôùí óêåëåôéêþí åðéðëïêþí óå áóèåíåßò ìå êáñêß-
íï ôïõ ðñïóôÜôïõ êáé êáôåîï÷Þí ïóôåïâëáóôéêÝò
ìåôáóôÜóåéò28. Åðßóçò, óå ðñüóöáôç ìåëÝôç ðïõ
áíáêïéíþèçêå óôï ÁSCO 2002, áëëÜ äåí Ý÷åé
áêüìç äçìïóéåõôåß, ç æïëåäñïíÜôç êáèõóôÝñçóå
ôçí åìöÜíéóç íÝùí ïóôéêþí ìåôáóôÜóåùí êáé
åðéðëïêþí óå áóèåíåßò ìå êáñêßíï ôïõ ðíåýìïíá
êáé Üëëïõò óõìðáãåßò üãêïõò

ÁíôéíåïðëáóìáôéêÞ äñÜóç

¼ðùò áíåöÝñèç áíùôÝñù, ôá äéöùóöïíéêÜ,
åêôüò ôùí ïóôåïêëáóôþí, åðéäñïýí êáé óôá êáñ-
êéíéêÜ êýôôáñá. Óå in vitro ìåëÝôåò êáé óå ðñïêëé-
íéêÜ ìïíôÝëá Ý÷åé âñåèåß üôé åðÜãïõí ôçí áðü-
ðôùóç8 êáé áíáóôÝëëïõí ôçí ðñïóêüëëçóç óôá
ïóôÜ ôùí êáñêéíéêþí êõôôÜñùí20,21 åíþ ðáñáôåß-
íïõí êáé ôç æùÞ áíïóïêáôáóôáëìÝíùí ðåéñáìá-
ôüæùùí ìå êáñêßíï19.

Óå ìéá ðáëáéüôåñç ôõ÷áéïðïéçìÝíç ìåëÝôç ôïõ
Kanis, ç ÷ïñÞãçóç ðñïëçðôéêÜ êëïäñïíÜôçò óå
áóèåíåßò ìå êáñêßíï ôïõ ìáóôïý, ÷ùñßò üìùò
ïóôéêÝò ìåôáóôÜóåéò, ìåßùóå ôï óõíïëéêü áñéèìü
ôùí óêåëåôéêþí ìåôáóôÜóåùí óå ó÷Ýóç ìå ôïõò
áóèåíåßò ðïõ Ýëáâáí åéêïíéêü öÜñìáêï (place-
bo), ÷ùñßò üìùò íá äéáöÝñåé ï áñéèìüò ôùí áóèå-
íþí, ðïõ áíÝðôõîáí ïóôéêÝò ìåôáóôÜóåéò óôéò äýï
ïìÜäåò29. Óå ðáñüìïéá ìåëÝôç ìå ðáìéäñïíÜôç

äåí öÜíçêå êáìéÜ äéáöïñÜ óôéò äýï ïìÜäåò30.
Óå ìéá ìåëÝôç ôïõ Diehl, áóèåíåßò ìå êáñêßíï

ôïõ ìáóôïý êáé Ýíäåéîç ìéêñïìåôáóôáôéêÞò íüóïõ
óôï ìõåëü ôùí ïóôþí, ìå áíïóïúóôï÷çìéêÝò ìå-
èüäïõò, ôõ÷áéïðïéÞèçêáí íá ëÜâïõí êëïäñïíÜôç
Þ åéêïíéêü öÜñìáêï ãéá 2 ÷ñüíéá, ìáæß ìå ôç
÷çìåéïèåñáðåßá Þ ôçí ïñìïíïèåñáðåßá31. Ç ïìÜ-
äá, ðïõ ðÞñå êëïäñïíÜôç, ðáñïõóßáóå ëéãüôåñåò
ïóôéêÝò áëëÜ êáé óðëá÷íéêÝò ìåôáóôÜóåéò êáé êá-
ëýôåñç åðéâßùóç.

Äõóôõ÷þò ìéá öéíëáíäéêÞ ìåëÝôç, ìå ðáñü-
ìïéï ó÷åäéáóìü, äåí åðéâåâáßùóå ôç ìåëÝôç ôïõ
Diehl32. Ìéá ðñüóöáôç äéðëÞ ôõöëÞ ìåëÝôç ôïõ
Powles áóèåíåßò ìå êáñêßíï ôïõ ìáóôïý, ðïõ Ýðáéñ-
íáí óáí óõìðëçñùìáôéêÞ èåñáðåßá êëïäñïíÜôç
ãéá äýï ÷ñüíéá ìåôÜ ôï áñ÷éêü ÷åéñïõñãåßï, ðá-
ñÜëëçëá ìå ôïõò Üëëïõò áðáñáßôçôïõò èåñáðåõ-
ôéêïýò ÷åéñéóìïýò (áêôéíïèåñáðåßá, ÷çìåéïèåñá-
ðåßá, ôáìïîéöÝíç), ðáñïõóßáóáí óçìáíôéêÞ ìåßù-
óç ôçò èíçóéìüôçôáò33.

Ðéï ðÜíù áíáöÝñèçêáí ïé äýï ôõ÷áéïðïéçìÝ-
íåò ìåëÝôåò óå áóèåíåßò ìå êáñêßíï ôïõ ìáóôïý
êáé ïóôéêÝò ìåôáóôÜóåéò, óôéò ïðïßåò ç ÷ïñÞãçóç
ðáìéäñïíÜôçò ðáñÜëëçëá ìå ôç ÷çìåéïèåñáðåßá Þ
ôçí ïñìïíïèåñáðåßá âåëôßùóå ôçí ðïéüôçôá æùÞò
ôùí áóèåíþí êáé êáèõóôÝñçóå ôéò óêåëåôéêÝò åðé-
ðëïêÝò23,24. Ìßá áíÜëõóç ôùí õðïïìÜäùí ôùí äõï
ìåëåôþí, Ýäåéîå óçìáíôéêü üöåëïò óôçí åðéâßùóç
ôùí áóèåíþí çëéêßáò êÜôù ôùí 50 åôþí, ðïõ åëÜì-
âáíáí ðáìéäñïíÜôç34. ÔÝôïéåò üìùò áíáëýóåéò ðïõ
óõíäõÜæïõí ôá äåäïìÝíá äéáöïñåôéêþí ìåëåôþí
ðñÝðåé íá åñìçíåýïíôáé ìå åðéöýëáîç.

ÔÝëïò, óôç ìåëÝôç ôùí áóèåíþí ìå ðïëëá-
ðëïýí ìõÝëùìá, ðïõ åëÜìâáíáí ÷çìåéïèåñáðåßá
êáé ðáìéäñïíÜôç Þ åéêïíéêü öÜñìáêï äåí õðÞñ÷å
äéáöïñÜ óôçí åðéâßùóç ôùí äýï ïìÜäùí. Óôçí
õðïïìÜäá üìùò ôùí áóèåíþí, ðïõ åëÜìâáíå äåý-
ôåñçò êáé ðÜíù ãñáììÞò ÷çìåéïèåñáðåßá õðÞñ÷å
Ýíá üöåëïò óôçí åðéâßùóç25.

ÓõìðåñáóìáôéêÜ èá ëÝãáìå üôé ï ñüëïò ôùí
äéöùóöïíéêþí óôçí áíôéìåôþðéóç ôçò êáêïÞèïõò
õðåñáóâåóôéáéìßáò, óôçí âåëôßùóç ôçò ðïéüôçôáò
æùÞò ôùí áóèåíþí ìå ïóôéêÝò ìåôáóôÜóåéò êáé
óôç ìåßùóç ôùí óêåëåôéêþí åðéðëïêþí åßíáé áðï-
äåäåéãìÝíïò óôïí êáñêßíï ôïõ ìáóôïý, óôï ðïë-
ëáðëïýí ìõÝëùìá êáé óôïí êáñêßíï ôïõ ðñïóôÜ-
ôïõ. Áíôßèåôá ìÝíåé áêüìç áíïéêôü ôï èÝìá ôçò
áíôéíåïðëáóìáôéêÞò ôïõò äñÜóçò êáé ôçò åðßäñá-
óçò ôïõò óôçí åðéâßùóç ôùí áóèåíþí ìå êáñêß-
íï.
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ABSTRACT

CHR. CRISTODOULOU, Biphosponates in Oncology

Bone metastases often occur in malignant diseases and affect the quality of life of cancer
patients. Normally bones are in a state of continuous balancing between resorption and
reconstruction. This balance is lost when bone metastases occur. Various molecules are
released from cancer cells and the stroma that induce proliferation, maturation, migration and
activation of osteoclasts in metastatic sites. Biphosphonates act by preventing bone resorption
from osteoclasts. Their bioavailability is limited when given orally. Biphosphonates are excreted
by the kidneys and they are potentially nephrotoxic. The newer compounds, are more potent
and also they can be administered intravenously by short infusion. Biphosphonates are effec-
tive in malignant hypercalcaemia. In patients with breast cancer metastatic to the bone and
multiple myeloma they delay new bony metastases, reduce skeletal events and improve quality
of life. Recently zoledronate was found to have activity in patients with bony metastases from
prostate cancer, lung cancer and other solid tumors. The antineoplastic activity of bisphosph-
onates remains a controversial issue. Forum of Clinical Oncology 1 (2):120-125, 2002.

ÂÉÂËÉÏÃÑÁÖÉÁ

1. Mundy GR: Metastatic bone disease, in Dunitz
M (ed): Bone Remodeling and its Disorders. Lon-
don, United Kingdom, Dunitz, 1995, pp 104-122.

2. Batson OV: The function of the vertebral veins
and their role in the spread of metastases. Ann
Surg 112:138-149, 1940.

3. Guise TA, Yin JJ, Taylor SD, et al: Evidence for
a casual role of parathyroid hormone-related pro-
tein in the pathogenesis of human breast can-
cer-mediated osteolysis. J Clin Invest 98:1544-
1549, 1996.

4. Mundy GR, Raisz LG, Cooper RA, et al: Evi-
dence for the secretion of an osteoclast stimu-
lating factor in myeloma. N Engl J Med 291:1041-
1046, 1974.

5. Charhon SA, Chapuy MC, Delving EE, et al: His-
tomorphometric analysis of sclerotic bone me-
tastases from prostatic carcinoma special refer-
ence to osteomalacia. Cancer 51:918-924, 1983.

6. Nelson JB, Hedican SP, George DJ, et al: Identi-
fication of endothelin-1 in the pathophysiology
of metastatic adenocarcinoma of the prostate.
Nat Med 1:944, 1995.

7. Lin JH: Bisphosphonates: A review of their phar-
macokinetic properties. Bone 18:75-85, 1996.

8. Aparicio A, Gardner A Tu Y, et al: In vitro cy-
toreductive effects on multiple myeloma cells
induced by bisphosphonates. Leukemia 12:220-
229, 1998.

9. Shipman CM, Croucher PI, Russell GG, et al:
The bisphosphonate incadronate (YM175) causes
apoptosis of human myeloma cells in vitro by
inhibiting the mevalonate pathway. Cancer Ress
58:5294-5297, 1998.

10. Savage AD, Belson DJ, Vescio RA, et al: Pam-
idronate reduces IL-6 production by bone mar-
row stroma from myeloma patients. Blood
88:105a, 1996 (abstr).

11. Singer FR, Ritch PS, Lad TE, et al: Treatment of
hypercalcemia of malignancy with intravenous
etidronate. Arch Intern Med 151:471-476, 1991.

12. Ralston, SH, Patel U, Fraser WD, et al: Compar-
ison of three intravenous bisphosphonates in
cancer-associated hypercalcemia. Lancet 2:1180-
1182, 1989.

13. Gucalp R, Ritch P, Wiernik P, et al: Comparative
study of pamidronate disodioum and etidronate
disodioum in the treatment of cancer-related
hypercalcemia. J Clin Oncol 10:134-142, 1992.

14. Sawyer N, Newstead C, Drummond A, et al:
Fast (4-h) or slow (24-h) infusions of pamidr-
onate disodium (aminohydroxypropylidene (APD))
as single treatment of hypercalcemia. Bone Miner
9:128-138, 1990.

15. Nussbaum SR, Younger J, VandePol CJ, et al:
Single-dose intravenous therapy with pamidronate
for the treatment of malignancy: Comparison of
30-, 60-, and 90-mg dosages. Am J Med 95:297-
304, 1993.

16. Muhlbauer RC, Bauss F, Schenk R, et al: BM
21.0955, a potent new bisphosphonate to inhib-
it bone resorption. J Bone Miner Res 6:1003-
1011, 1991.

17. Green JR, Muller K, Jaeggi KA: Preclinical phar-
macology of CGP 42446, a new, potent hetero-
cyclic bisphosphonate compound. J Bone Miner
Res 9:745-751, 1994.

18. Major P, Lortholary A, Hon J et al: Zoledronic
acid is superior to pamidronate in the treatment
of hypercalcemia of malignancy: A pooled anal-



Ôá äéöùóöïíéêÜ óôçí ïãêïëïãßá —————————————————————————————————————————— 125

ysis of two randomized controlled clinical trials.
J Clin Oncol 19:558-567, 2001.

19. Sasaki A, Boyce BF, Story B, et al: Bisphospho-
nate risedronate reduces metastatic human
breast cancer burden in bone in nude mice.
Cancer Res 55:3551-3557, 1995.

20. Van de Plujm G, Vloedgraven H, van Beek, et al:
Bisphosphonates inhibit the adhesion of breast
cancer cells to bone matrices in vitro. J Clin
Invest 98:698-705, 1996.

21. Boissier S, Magnetto S, Frappart L, et al:
Bisphpsphonates inhibit prostate and breast car-
cinoma cell adhesion to unmineralized bone ex-
tracellular matrices. Cancer Res 57:3890-3894.

22. Conte PR, Latreille J, Mauriac F, et al: Delay in
progression of bone metastases in breast can-
cer patient with intravenous pamidronate: Re-
sults from a multinational randomized controlled
trial. J Clin Oncol 14:2552-2559, 1996.

23. Hortobagyi GN, Theriault RL, Lipton, et al: Long-
term prevention of skeletal complications of
metastatic breast cancer with pamidronate. J
Clin Oncol 16:2038-2044, 1998.

24. Theriault RL, Lipton A, Hortobagyi GN, et al:
Pamidronate reduces skeletal morbidity in wom-
en with advanced breast cancer and lytic bone
lesions: A randomized, placebo-controlled trial.
J Clin Oncol 17:846-854, 1999.

25. Berenson J, Lichtenstein A, Porter L, et al: Long-
term pamidronate treatment of advanced multi-
ple myeloma patients reduces skeletal events. J
Clin Oncol 16:593-602, 1998.

26. Paterson AHG, Powles TJ, Kanis JA, et al: Dou-
ble-blind controlled trial of oral clodronate in
patients with bone metastases from breast can-
cer. J Clin Oncol 11:59-65, 1993

27. Rosen LS, Gordon D, Karminski M et al: Zoledron-
ic acid versus pamidronate in the treatment of

skeletal metastases in patients with breast can-
cer or osteolytic lesions of multiple myeloma: A
phase III, double-blind comparative trial. The
cancer Journal 7: 377-387, 2001.

28. Saad F, Murrar R, Venner P et all: Zoledronic
acid is effective in the treatment of bone me-
tastases from prostate cancer: Results of a large,
phase III, double-blind, randomized trial. Proc Am
Ass Cancer Res, 2001.

29. Kanis JA, Powles T, Paterson AH, et al: Clodr-
onate decreases the frequency of skeletal me-
tastases in women with breast cancer. Bone
19:663-667, 1996.

30. Van Holten-Verzantvoort ATM, Hermans J, Beex
LVAM, et al: Does supportive pamidronate treat-
ment prevent or delay the first manifestation of
bone metastases in breast cancer patients? Eur
J Cancer32A:450-454, 1996.

31. Diehl IJ, Solomayer E-F, Costa SD, et al: Reduc-
tion in new metastases in breast cancer with
adjuvant clodronate treatment. N Engl J Med
339:357, 1998.

32. Saarto T, Blomqvist C, Virkunen P, et al: No
reduction of bone metastases with adjuvant clo-
dronate treatment in node-positive breast can-
cer patients. Proc Am Soc Clin Oncol 18:128a,
1999 (abstr 489).

33. Powles T, Paterson S, Kanis JA, et al: Random-
ized, placebo-controlled trial of clodronate in
patients with primary operable breast cancer. J.
Clin Oncol 20:3219-3224, 2002.

34. Lipton A, Theriault RL, Hortobagyi GN, et al:
Pamidronate prevents skeletal complications and
is effective palliative treatment in women with
breast cancer and osteolytic bone metastases:
Long-term follow-up of two randomized, place-
bo-controlled trials. Cancer (in press).



126 ———————————————————ÂÇÌÁ KËÉÍÉÊÇÓ OÃÊÏËÏÃÉÁÓ Ôüìïò 1, Ôåý÷ïò 2, Áðñßëéïò - ÓåðôÝìâñéïò 2002

ÓÅËÉÄÅÓ ÌÏÑÉÁÊÇÓ ÏÃÊÏËÏÃÉÁÓ

A SKY full of FISH

Samuel Murray

FISH

Fluorescence in situ hybridization (FISH) is a
fairly common molecular-cytogenetic technique
used in numerous diagnostic centers for the iden-
tification of specific chromosomal regions, i.e. to
confirm the presence of previously characterized
or suspected aberrations. The format of the tar-
geting DNA includes oligonucleotide directed probes
to the utilization of cosmids, bacterial artificial
chromosomes (BACs), yeast artificial chromosomes
(YACs), and plasmid artificial chromosomes (PACs)
ranging in size from 10 to >100Kb. The regions
that are targeted by probes depends upon the
level of enquiry with gene or breakpoint specific
probes targeting distinct regions overlapping or
close to break points and other targeting either
highly conserved or chromosome specific regions
for the characterization of large aberrations (Fig-
ure 1).

FISH targets DNA at the chromosomal and at
the cellular level, and is currently being used for
the detection and confirmation of targets includ-
ing:
• AML1/ETO: The translocation t(8;21) is found

in Acute Myeloid Leukemia (AML) associated
with FAB subtype M2 and M4.

• BCR/ABL: the Philadelphia chromosome trans-
location, t(9;22)(q34;q11) has diagnostic and
prognostic implications in Chronic Myeloid Leu-
kemia (CML) and Acute Lymphoblastic Leuke-
mia (ALL).

• ETV6/AML1: The translocation t(12;21) (p13;q22)
is the most common genetic alteration in child-

hood ALL.
• HER-2/neu: Gene amplifications of the HER-2/

neu gene are diagnostic and prognostic for
Breast Cancer.

• MHY11: The inv(16)(p13q22) and related
t(16;16)(p13;q22) are found in patients with
AML, most commonly associated with M4.

• p53 (17p13.1): Monoallelic deletion of p53 is
common in many cancers.

• PML/RARa: The translocation; t(15;17)(q22;q21)
is diagnostic for Acute Promyelocytic Leuke-
mia generating PML-RARa and RARa-PML fu-
sions.

• 13q14.3: Deletions in 13q14, the RB1 gene
region, are common in ALL, Multiple Myeloma
and non-Hodgkin’s Lymphoma.
Despite the diagnostic impact that FISH has

made on the characterization of chromosomal
abnormalities over the last decade, the number of
spectrally distinguishable fluorochromes or fluoro-
chrome combinations currently available (standard:
red, green and blue) limits the usefulness of this
technique, especially in non-specialized clinical
cytogenetic laboratories. By overcoming this limi-
tation the possibility exists for a global represen-
tation of the genome much the same as CGH
(comparative genomic hybridization) 1 does with-
out any prior knowledge of the karyotype or the
underlying chromosomal abnormalities. Although
most chromosomal aberrations detected during
routine cytogenetic evaluation can be resolved
sufficiently using routine cytogenetic techniques
alone, or in combination with single or multiplex
FISH (M-FISH) 2 there still remain unresolved cas-
es. These include cases of frequently poor chro-
mosomal spreads, contracted metaphase chromo-
somes, severe and complex karyotypes (as seen
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in many hematological malignancies), the exchange
of telomeric chromatin or small insertions, de novo
supernumerary marker chromosomes and unbal-
anced structural rearrangements. Additional prob-
lems with M-FISH include the requirement for mi-
crogram quantities of labeled DNA, that it is typ-
ically non-informative in interphase nuclei, and it
often requires 2 working days. Confirmation of
small insertions, deletions and rearrangements is
often best conducted utilizing the polymerase chain
reaction (PCR) with regional specific primers, or
by performing Southern blots.

SKY

Spectral karyotyping (SKY) is a recently de-
veloped3 FISH technique that refers to the molec-
ular cytogenetic analysis of a metaphase prepa-
ration by means of spectral microscopy. In con-
ducting SKY on human metaphase chromosomes
a set of chromosome specific painting probes are
used in one FISH experiment. This permits simul-
taneous visualization of all 24 chromosomes iden-
tifiable by different emission spectra. The probes
used to label the chromosomes are themselves
labeled by degenerate oligonucleotide-primed PCR
using three flurochromes and two haptens. Each
probe is thus labeled with one, two, three or four
different fluorescent dyes resulting in each of the
24 chromosomes displaying a unique spectral sig-
nature. Following standard in situ hybridization the
unique spectra are acquired using standard fluo-
rescence microscopy equipped with a triple-band
filter that is capable of measuring defined emis-
sion spectra by means of interferometer-based
spectral CCD-imaging. The resultant 24-color im-
age display of the chromosomes is computer en-
hanced. Interpretation of data acquisition using
sophisticated and intelligent system software, for
example Leica-M-FISH software, allows rapid, in-
teractive data acquisition and image manipulation.
The combination of SKY, conferring on each chro-
mosome a distinct color, and current software
technology, allows the operator to unravel even
the most complex of karyotypes identifying other-
wise cryptic chromosomal rearrangements.

When SKY images are assessed in conjunc-
tion with chromosome banding information derived
from an inverted DAPI (4’,6-diamidino-2-phenyl-
indole) or a G-banded (Giemsa banding) metaphase,
a comprehensive overview of chromosomal aber-
rations can be obtained. There are, however, cer-
tain limitations in SKY technology, such as the
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Figure 1. Schematic of telomeric region of chromosome.
The telomeres of each chromosome are capped by
tandemly repeated sequences of TTAGGG, providing
stability but also providing homology across all
chromosomes. Immediately proximal to this is a region
of variable size composed of telomere associated
repeats (TAR) which show shared homology between
different groups of chromosomes. Chromosome specific
regions are further proximal to the repeat regions
allowing for identification of distinct telomeres. Areas
where highly repeated satellite DNA sequence can be
found located centromeric, pericentromeric or
heterocentromeric are used to hybridize probes for the
rapid identification and enumeration of specific human
chromosomes both in metaphase and interphase cells.
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minimum alteration that can be detected being
approximately 2000kbp, thus impeding the detec-
tion of small interchromosomal alterations (espe-
cially those in subtelomeric regions). Therefore,
alternative techniques are also being investigated
to increase the sensitivity of detection, these in-
clude:

Multipaint FISH, this technique is similar to SKY,
it is a simple and rapid method producing results
in approximately 48 hours without the require-
ment of image enhancement4.

Centromeric multiplex FISH (CM-FISH)5. This
is a specific technique derived to assess centro-
meric or subtelomeric regions for the identifica-
tion of marker chromosomes and aneuploidies. It
is a fairly rapid technique (taking only a few hours)
that can be performed in-house, using common
cytogenetic techniques.

RxFISH: is a cross-species comparative ge-
nomic hybridization color banding technique based
on the use of differentially labeled gibbon chro-
mosome probes generating specific color banding
patterns for each human chromosome, much the
same as CGH/ or SKY. This permits examination
of the entire karyotype, it is useful for detecting
inter- and intra-chromosomal abnormalities6. In
association with multicolor FISH approaches, this
technique can be referred to as chromosome bar
coding7.

Fast-FISH: for highly repetitive DNA probes,
the hybridization time and subsequent washings
with denaturing agents are significantly reduced.
Due to low stringency, major and minor binding
sites show FISH signals suitable for quantitative
image-microscopy8. Low-temperature fast FISH is
also possible (LTFF)9.

Multicolor-FICTION: fluorescence immunophe-
notyping and interphase cytogenetics as a tool
for the investigation of neoplasms (FICTION), is a
combination of FISH with standard May-Grunwald-
Giemsa (MGG) staining or immunophenotyping (cell
surface markers) at a single cell level. It is useful
in cases such as Hodgkin’s disease when the tu-
mor cell number is approximately 1% (below the
detection level for FISH)10.

Forward and reverse chromosome painting:
reverse chromosome painting allows for the
identification of the chromosomal makeup of marker
and other complex extrachromosomal material by
utilizing degenerate oligonucleotide primed probes
(DOP-PCR) corresponding to the material. These
are then hybridized back onto normal metaphase
spreads. The combination of conventional forward

chromosome painting and reverse painting allow
for further confirmation/clarification of their
origin(s)11.

IPM-FISH: this is an alternative technique based
on M-FISH using interspersed polymerase chain
reaction (IRS-PCR) painting probes that show an
R-band pattern simultaneous to the combinatorial
labeling. This allows recognition of specific chro-
mosomes, fragments and breakpoints. It provides
a single-step method for the identification of cryp-
tic abnormalities12.

Micro-FISH: The recently described microdis-
section of fluorescence-labeled chromosomes
(FISH-MD)13, and the associated SKY-MD, will even-
tually lead to a high degree of specificity in char-
acterizing chromosomal aberrations. In these meth-
ods, which are collectively termed Micro-FISH,
chromosomal microdissection combined with the
polymerase chain reaction and reverse chromo-
some painting allow for virtually unequivocal iden-
tification of complex and subtle aberrations14.

PRINS: is based on specific-sequence hybrid-
ization (annealing) of an unlabelled oligonucleotide
or DNA probe with a denatured metaphase chro-
mosome template and synthesis of a single-strand
DNA (in situ) using Taq DNA polymerase and la-
beled neucleotides (i.e. PCR). This is an exciting
alternative to FISH, allowing for the detection of
highly repetitive sequences such as centromeric
and telomeric regions enabling differentiation of
centromeric regions of chromosome 3 and 21
that often prove difficult with FISH15,16.

Other techniques include: Combinatorial multi-
fluor FISH4; Multicolor high resolution banding of
chromosomes (mBAND)17; and Fibre-FISH that has
application in accurately sizing gaps and overlaps
and in identifying chimeric or repeat sequences18.

Concluding Remarks:

Application of these various techniques in cy-
togenetic diagnostic laboratories greatly facilitates
the characterization of both structural and numer-
ical chromosomal aberrations, thus improving con-
ventional karyotyping. The implication of these
technologies is rapidly becoming apparent follow-
ing their inception only a few years ago (SKY in
1996-1997), immediately shedding light on the
complexity of a variety of otherwise apparently
characterized malignancies. Utilizing SKY, most
researchers are identifying near on twice as many
chromosomal abnormalities than have been iden-
tifiable with conventional G-banding, with or with-
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out additional FISH/M-FISH. It must be remem-
bered that not only the diagnosis but also the
prognosis of many cancers are linked to the se-
verity, and the numericity, of their chromosomal
aberrations. In addition to standard conventional
cytogenetics, and FISH, the additive resolution of
SKY (particularly with the addition of chromosome
paints spiked with subtelomeric or locus-specific

probes) allow for significant gains to be made in
diagnostic accuracy and in the recognition of prog-
nostic genotypic/phenotypic relationships in
cancer(s). The application of SKY, and in certain
situations other associated techniques, in the rou-
tine molecular/ cytogenetics laboratory not only
for hematological malignancies but also for soft
and solid tumors should be considered.
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ÐÑÙÔÏÔÕÐÅÓ ÌÅËÅÔÅÓ

Óõíäõáóìüò äïóôáîÝëçò êáé âéíïñåëìðßíçò

óå ðñï÷ùñçìÝíï êáñêßíï ìáóôïý

Ì. ÂáóéëïìáíùëÜêçò, Ã. ÁðÝñçò, Ó. ÍôñïõöÜêïõ, Ì. Äåìßñç,  Ñ. Ôüêïõ, Í. ËÜæáñçò,
Ê. Ãåùñãïýóç, Ã. ÊïõìÜêçò, Â. Ìðáñìðïýíçò, Ã. ÌéóéôæÞò*, Á. Åõöñáéìßäïõ

ÐÅÑIËÇØÇ
Óêïðüò : Ç åêôßìçóç ôçò áíôáðüêñéóçò êáé ôçò áíï÷Þò ôïõ óõíäõáóìïý âéíïñåëìðßíçò (ÂÉÍ)
êáé äïóåôáîÝëçò (ÄÏÓ)  óáí ðñþôçò ãñáììÞò ÷çìåéïèåñáðåßá óå  áóèåíåßò ìå ìåôáóôáôéêü
êáñêßíï ôïõ ìáóôïý. Áóèåíåßò êáé ìÝèïäïé: ÌåëåôÞèçêáí 40 ãõíáßêåò ìå ìç ðñïèåñáðåõìÝ-
íï, ìåôáóôáôéêü êáñêßíï ôïõ ìáóôïý, ìå óðëá÷íéêÝò (85%) êáé ïóôéêÝò (70%) ìåôáóôÜóåéò.
ÅéêïóéôÝóóåñéò áóèåíåßò (60%) åß÷áí ðñïçãïõìÝíùò ëÜâåé åðéêïõñéêÞ ÷çìåéïèåñáðåßá ç ïðïßá
óõìðåñéëÜìâáíå áíèñáêõêëßíåò óå 12 áóèåíåßò (30%). Ôï èåñáðåõôéêü ó÷Þìá áðïôåëåßôï áðü
ÂÉÍ 25 mg/m2  ôéò çìÝñåò 1 êáé 5 êáé ÄÏÓ 75 mg/m2  ôçí çìÝñá 1, êÜèå 3 åâäïìÜäåò.
ÁíÜëïãá ìå ôï íáäßñ ôùí ïõäåôåñüöéëùí (grade 3 êáé 4 ïõäåôåñïðåíßá êáôÜ WHO), åäßäåôï
áíáóõíäõáóìÝíïò áíèñþðéíïò áõîçôéêüò ðáñÜãùí ôùí áðïéêéþí ôùí ïõäåôåñüöéëùí (G-CSF)
5µg/kg ôéò çìÝñåò 2-4 êáé 6-13 ãéá üëïõò ôïõò åðüìåíïõò êýêëïõò ÷çìåéïèåñáðåßáò. Áðïôå-
ëÝóìáôá: ç óõíïëéêÞ áíôáðüêñéóç (ÓÁ) Þôáí 40% (95% äéÜóôçìá áîéïðéóôßáò, 15-65). Óå Ýîé
áóèåíåßò (15%) ðáñáôçñÞèçêå ðëÞñçò ýöåóç (ÐÕ) ôçò íüóïõ êáé óå 10 áóèåíåßò (25%)
ìåñéêÞ ýöåóç (ÌÕ). ÓôáèåñÞ íüóïò ðáñáôçñÞèçêå óå 6 áóèåíåßò (15%) êáé 18 áóèåíåßò (45%)
åß÷áí ðñüïäï íüóïõ (ÐÍ). Ç äéÜìåóç äéÜñêåéá áíôáðüêñéóçò Þôáí 8 ìÞíåò êáé ï õðïëïãéæüìå-
íïò äéÜìåóïò ÷ñüíïò ìÝ÷ñé ôçí åìöÜíéóç åðéäåßíùóçò ôçò íüóïõ (time to progression, TTP)
Þôáí 6 ìÞíåò. Êýñéá ôïîéêüôçôá Þôáí ç ïõäåôåñïðåíßá âáèìïý 3 êáé 4  óå 28 áóèåíåßò (70%).
Åìðýñåôïò ïõäåôåñïðåíßá ãéá ôçí ïðïßá ÷ñåéÜóèçêå åéóáãùãÞ óå Íïóïêïìåßï óõíÝâç óå 12
áóèåíåßò ( 30%). Áíáéìßá âáèìïý 3 Þ 4 ðáñáôçñÞèçêå óå 2 áóèåíåßò (5%) êáé èñïìâïðåíßá
âáèìïý 3 óå 1 áóèåíÞ (2,5%). ÓïâáñÞ ìç áéìáôïëïãéêÞ ôïîéêüôçôá åêôüò áðü áëùðåêßá, Þôáí
áóõíÞèéóôç êáé óõìðåñéëÜìâáíå óôïìáôßôéäá óå 2 áóèåíåßò (5%), åìåôü óå 2 (5%) êáé äéÜññïéá
óå 1 áóèåíÞ (2,5%). Äåí õðÞñ÷áí èÜíáôïé ðïõ íá ó÷åôßæïíôáé ìå ôç èåñáðåßá. ÓõìðåñÜóìá-
ôá: Ôá äåäïìÝíá ìáò äåß÷íïõí üôé ï óõíäõáóìüò ÂÉÍ êáé ÄÏÓ óôéò äüóåéò ðïõ ÷ñçóéìïðïéÞ-
èçêáí óå áõôÞ ôç ìåëÝôç, Ýäåéîå éêáíïðïéçôéêÞ äñáóôéêüôçôá óáí ðñþôçò ãñáììÞò ÷çìåéïèå-
ñáðåßá óå ìåôáóôáôéêü êáñêßíï ôïõ ìáóôïý. Ç ïõäåôåñïðåíßá Þôáí óçìáíôéêÞ áëëÜ åýêïëá
áíôéìåôùðßóéìç. ËÝîåéò êëåéäéÜ: âéíïñåëìðßíç, äïóåôáîÝëç, ðñþôçò ãñáììÞò ÷çìåéïèåñáðåßá,
ìåôáóôáôéêüò êáñêßíïò ôïõ ìáóôïý. ÂÞìá ÊëéíéêÞò Ïãêïëïãßáò 2002, 1 (2):131-138.
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ÅÉÓÁÃÙÃH

Ôï 40% ôùí áóèåíþí ìå êáñêßíï ìáóôïý èá
õðïôñïðéÜóåé ðáñ’ üëç ôçí åðáñêÞ ôïðéêï-ðåñéï-
÷éêÞ èåñáðåßá êáé óõóôçìáôéêÞ ðïëõ÷çìåéïèåñá-
ðåßá ðïõ äßäåôáé ìåôÜ ôçí áñ÷éêÞ äéÜãíùóç1. Ç
áõîáíüìåíç ÷ñçóéìïðïßçóç ôùí áíèñáêõêëéíþí
óôçí åðéêïõñéêÞ èåñáðåßá, Ý÷åé ïäçãÞóåé óôçí
ðåñéïñéóìÝíç äõíáôüôçôá ÷ñçóéìïðïßçóçò ôïõò
óå áóèåíåßò ìå õðïôñïðÞ. Ùò åê ôïýôïõ õðÜñ÷åé
áíÜãêç ãéá äñáóôéêÜ, ìç ðåñéÝ÷ïíôá áíèñáêõêëß-
íç ÷çìåéïèåñáðåõôéêÜ ó÷Þìáôá ó’ áõôÝò ôéò ðåñé-
ðôþóåéò. Ìåôáîý ôùí íÝùí ÷çìåéïèåñáðåõôéêþí
öáñìÜêùí ôá ïðïßá áíáêáëýöèçêáí ôçí ôåëåõ-
ôáßá äåêáåôßá, ç ÄÏÓ êáé ç ÂÉÍ åßíáé ïõóßåò ðïë-
ëÜ õðïó÷üìåíåò ìå óçìáíôéêÞ äñáóôéêüôçôá üôáí
äßäïíôáé óáí ðñþôçò ãñáììÞò èåñáðåßá.

Ç äñÜóç êáé ôùí äýï åßíáé óôçí ìéôùôéêÞ Üôñá-
êôï, óõãêåêñéìÝíá óôáìáôïýí ôá äéáéñïýìåíá êýô-
ôáñá óôçí ìåôÜöáóç, åðåíåñãþíôáò óôá ìéêñï-
óùëçíÜñéá áëëÜ ìå  äéáöïñåôéêïýò ìç÷áíéóìïýò.
Ç ÂÉÍ óáí êëáóéêüò áíôéóùëçíáñéáêüò  ðáñÜãùí
ðñïêáëåß ôçí äéÜóðáóç ôùí ìéêñïóùëçíáñßùí,
ëüãù áíáóôïëÞò ôïõ ðïëõìåñéóìïý ôçò óùëçíï-
ðñùôåúíçò (tubulin)2. Áíôßèåôá, ç ÄÏÓ  ðñïÜãåé
ôçí óõóóþñåõóç ôçò óùëçíïðñùôåúíçò   êáé áíá-
óôÝëëåé  ôçí áðïäïìÞ ôçò óå åëåýèåñç óùëçíï-
ðñùôåúíç ìå áðïôÝëåóìá ôïí ó÷çìáôéóìü ðáèï-
ëïãéêþí ìéêñïóùëçíáñßùí3 Ï äéáöïñåôéêüò ìç-
÷áíéóìüò äñÜóçò ôçò ÄÏÓ êáé ÂÉÍ óôá ìéêñïóù-
ëçíÜñéá õðïäåéêíýåé ìéá ðéèáíÞ êëéíéêÞ óõíÝñãéá
êáé áðïôåëåß ôï óêåðôéêü ãéá ôçí óõíäõáóìÝíç
ôïõò ÷ñÞóç óôçí êëéíéêÞ ðñÜîç4,5. ÓõíÝñãéá ðá-
ñáôçñÞèçêå êáé in vitro üôáí êáé ôá äýï öÜñìáêá
óõíäõÜóôçêáí óå ðñïêëéíéêÝò ìåëÝôåò6,7 êáé ÷ï-
ñçãÞèçêáí åßôå ôáõôü÷ñïíá åßôå ç ÂÉÍ ðñïçãÞ-
èçêå ôçò ÄÏÓ.

Ôá äýï öÜñìáêá ÷ïñçãïýìåíá óáí  ðñþôçò
ãñáììÞò ìüíï-èåñáðåßá ç ÄÏÓ óå äüóåéò 75-100
mg/m2  êÜèå ôñåéò åâäïìÜäåò êáé ç ÂÉÍ óå äüóç
30 mg/m2  åâäïìáäéáßùò, áðÝäùóáí áíôáðïêñß-
óåéò ôçò ôÜîçò ôïõ 40%-68%8-11  ç ðñþôç  êáé
41%-50%12-15 ç äåýôåñç  áíôßóôïé÷á.

Óå ìéá ìåëÝôç öÜóçò 1 - ãéá ôçí áíåýñåóç
ôùí ìåãßóôùí åðéôñåðôþí äüóåùí üôáí ôá öÜñ-
ìáêá óõíäõÜæïíôáé - ç ÂÉÍ ÷ïñçãÞèçêå ôéò çìÝ-
ñåò 1 êáé 5 áêïëïõèïýìåíç áðü ÄÏÓ ôçí çìÝñá
1 êáé ôï ó÷Þìá åðáíáëáìâáíüôáí êÜèå ôñåéò åâäï-
ìÜäåò. ÂñÝèçêáí  äýï áíþôåñïé áíåêôïß óõíäõá-
óìïß äüóåùí, ï ðñþôïò Þôáí óôá 75 mg/m2  ôçò
ÄÏÓ êáé 22.5 mg/m2 ôçò ÂÉÍ êáé ï äåýôåñïò óôá
100 mg/m2  ôçò ÄÏÓ êáé 20 mg/m2  ôçò ÂÉÍ. Ïé
ôïîéêüôçôåò ðïõ ðåñéüñéæáí ôç äüóç Þôáí ç åìðý-

ñåôç ïõäåôåñïðåíßá êáé ç âëåííïãïíßôéäá16.
ÂáóéóìÝíïé óå áõôÜ ôá äåäïìÝíá, óõíäõÜóáìå

ôçí âéíïñåëìðßíç óå äüóç 25 mg/m2  ôéò çìÝñåò
1 êáé 5 ìå ôçí  äïóåôáîÝëç óå äüóç 75 mg/m2

ôçí çìÝñá 1, óå áóèåíåßò ìå ìåôáóôáôéêü êáñêß-
íï ôïõ ìáóôïý. Óêïðüò ôçò ìåëÝôçò Þôáí íá åêôé-
ìÞóïõìå ôçí áíôéíåïðëáóìáôéêÞ äñáóôéêüôçôá êáé
áíï÷Þ ôïõ óõíäõáóìïý óå ìç ðñïèåñáðåõìÝíåò
áóèåíåßò. Åêôüò áðü ìßá ìåëÝôç üðïõ ÂÉÍ 30 mg/
m2 äüèçêå ôéò çìÝñåò 1 êáé 8 êáé ÄÏÓ 30 mg/m2

ôéò çìÝñåò 1, 8 êáé 15 êÜèå 4 åâäïìÜäåò óáí
ðñþôçò Þ äåýôåñçò ãñáììÞò èåñáðåßá, äåí õðÜñ-
÷ïõí Üëëåò äçìïóéåýóåéò ðïõ íá äéåñåõíïýí ôçí
áðïôåëåóìáôéêüôçôá ôïõ óõíäõáóìïý ÂÉÍ /ÄÏÓ
óå ìåôáóôáôéêü êáñêßíï ôïõ ìáóôïý.

ÁÓÈÅÍÅIÓ ÊÁÉ ÌEÈÏÄÏÉ

Áóèåíåßò

ÊáôÜëëçëåò ãéá åéóáãùãÞ óôï ðñùôüêïëëï
Þôáí áóèåíåßò çëéêßáò ìåôáîý 18 êáé 72 åôþí ìå
éóôïëïãéêÜ åðéâåâáéùìÝíï êáñêßíï ôïõ ìáóôïý, ðïõ
õðïôñïðßáóå ìåôÜ áðü ðñïçãïýìåíç åðéêïõñéêÞ
èåñáðåßá. Áóèåíåßò ïé ïðïßïé ðáñïõóéÜóèçêáí åî’
áñ÷Þò ìå ìåôáóôáôéêÞ íüóï åðßóçò óõìðåñéåëÞ-
öèçóáí óôç ìåëÝôç. Ðñïçãçèåßóá ïñìïíïèåñá-
ðåßá êáé áêôéíïèåñáðåßá ãéá ìåôáóôáôéêÞ íüóï
åðéôñåðüôáí, áëëÜ Ýðñåðå íá åß÷å äéáêïðåß ôïõ-
ëÜ÷éóôïí ôÝóóåñéò åâäïìÜäåò ðñéí áðü ôçí åßóï-
äï óôï ðñùôüêïëëï. Áóèåíåßò ïé ïðïßïé åß÷áí ëÜâåé
ðñïçãïõìÝíùò ðáñçãïñçôéêÞ ÷çìåéïèåñáðåßá
Þôáí áêáôÜëëçëïé.

¼ëïé ïé áóèåíåßò ÷ñåéáæüôáí íá Ý÷ïõí ìåôñç-
ôÞ íüóï ôïõëÜ÷éóôïí óå äýï äéáóôÜóåéò ìå âëÜ-
âåò áíáöïñÜò ðÜíù áðü 1 cm óå ìÝãåèïò óôç
öõóéêÞ åîÝôáóç, áêôéíïãñáößá, õðåñç÷ïãñÜöçìá
Þ áîïíéêÞ ôïìïãñáößá. Åðßóçò Ýðñåðå íá Ý÷ïõí
êëéíéêÞ êáôÜóôáóç (performance status) óýìöùíá
ìå ôïí Ðáãêüóìéï Ïñãáíéóìü Õãåßáò (WHO) ëé-
ãüôåñï áðü 3 êáé áíáìåíüìåíç åðéâßùóç ðÜíù
áðü 3 ìÞíåò. Áóèåíåßò ìå íüóï êåíôñéêïý íåõñé-
êïý óõóôÞìáôïò êáé ïóôåïâëáóôéêÝò ìåôáóôÜóåéò
óáí ôçí ìüíç ìåôáóôáôéêÞ åóôßá, åîáéñïýíôáí áðü
ôï ðñùôüêïëëï.

¢ëëá êñéôÞñéá êáôáëëçëüôçôáò ãéá åéóáãùãÞ
óôç ìåëÝôç Þôáí: åðáñêåßò áéìáôïëïãéêÝò ðáñÜ-
ìåôñïé ðñï èåñáðåßáò (áñéèìüò ëåõêþí áéìïóöáé-
ñßùí ≥ 3500/ìl, áñéèìüò áéìïðåôáëßùí ≥ 100.000/
dl êáé áéìïóöáéñßíç ≥ 11 g/ìl ), êñåáôéíßíç ïñïý ≤
1.5 mg/dl, ÷ïëåñõèñßíç ïñïý ≤ 1.5 mg/dl êáé ôñáí-
óáìéíÜóåò ïñïý ≤ áðü ôï äéðëÜóéï ôïõ áíþôåñïõ
öõóéïëïãéêïý ïñßïõ. Ç åêôßìçóç ðñï ôçò Ýíáñîçò
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ôçò èåñáðåßáò óõìðåñéëÜìâáíå åðßóçò ðëÞñåò
éóôïñéêü êáé öõóéêÞ åîÝôáóç, ãåíéêÞ áßìáôïò, ãå-
íéêÞ ïýñùí,  âáóéêü âéï÷çìéêü Ýëåã÷ï êáé çëå-
êôñïêáñäéïãñÜöçìá. Ç Ýêôáóç ôçò íüóïõ åêôéìÜ-
ôï ðñéí áðü ôçí Ýíáñîç êáèþò êáé ìåôÜ áðü
êÜèå äýï êýêëïõò èåñáðåßáò, ìå ôçí êëéíéêÞ åîÝ-
ôáóç, áêôéíïãñáößåò, õðåñç÷ïãñÜöçìá Þ áîïíé-
êÞ ôïìïãñáößá. ÓõëëïãÝò Þ ïóôåïâëáóôéêÝò åíôï-
ðßóåéò äåí èåùñïýíôáí óáí áíôéêåéìåíéêÜ ìåôñÞ-
óéìåò âëÜâåò. ¼ëïé ïé áóèåíåßò ÷ñåéÜóôçêå íá
õðïãñÜøïõí ôï Ýíôõðï ðëçñïöïñçìÝíçò óõíáß-
íåóçò. Ãéá ôç ìåëÝôç æçôÞèçêå ç Ýãêñéóç ôçò
ÅðéôñïðÞò ÇèéêÞò êáé Äåïíôïëïãßáò ôïõ Íïóïêï-
ìåßïõ “Ï ¢ãéïò ÓÜââáò”.

Ðñùôüêïëëï èåñáðåßáò

Ç èåñáðåßá óõìðåñéëÜìâáíå ÂÉÍ 25 mg/m2 ôéò
çìÝñåò 1 êáé 5, áêïëïõèïýìåíç áðü ÄÏÓ 75 mg/
m2 ôçí çìÝñá 1. Ç ÂÉÍ äéáëõüôáí óå 50 ml öõ-
óéïëïãéêïý ïñïý êáé äéäüôáí óáí åíäïöëÝâéá Ýã-
÷õóç äéÜñêåéáò 10 ëåðôþí. Óôç óõíÝ÷åéá ÷ïñç-
ãïýíôáí 200 ml öõóéïëïãéêïý ïñïý ãñÞãïñá ãéá
ôçí ðñüëçøç ÷çìéêÞò öëåâßôéäáò. Ç ÄÏÓ åäßäåôï
åíôüò 250 ml öõóéïëïãéêïý ïñïý  óå Ýã÷õóç ìéáò
þñáò. Ç áíôéåìåôéêÞ áãùãÞ Þôáí óõíÞèùò ìå 5-
ÇÔ3 áíôáãùíéóôÝò. Ðñïò áðïöõãÞ ôùí áíáöõëá-
êôéêþí áíôéäñÜóåùí êáé  ôçò êáôáêñÜôçóçò õãñþí,
ïé áóèåíåßò åëÜìâáíáí ðñïåôïéìáóßá ìå äåîáìå-
èáæüíç per os 8 mg äýï öïñÝò çìåñçóßùò, áñ÷ß-
æïíôáò 24 þñåò ðñéí áðü ôçí ÷çìåéïèåñáðåßá
êáé ãéá 6 óõíå÷üìåíåò äüóåéò. Ôï ó÷Þìá åðáíá-
ëáìâáíüôáí êÜèå ôñåéò åâäïìÜäåò óôçí ÌïíÜäá
ÇìåñÞóéáò Íïóçëåßáò Ýùò ôçí äéáðßóôùóç ðñïü-
äïõ íüóïõ Þ Ýùò Ýíá ìÝãéóôï áñéèìü åííÝá êý-
êëùí.

Ôïîéêüôçôá

¼ëåò ïé áóèåíåßò ðïõ ðëçñïýóáí ôá êñéôÞñéá
êáôáëëçëüôçôáò åêôéìÞèçêáí üóïí áöïñÜ ôçí
áíôáðüêñéóç êáé ôçí ôïîéêüôçôá, óýìöùíá ìå ôá
êñéôÞñéá ôïõ WÇÏ17. Ç ôïðéêÞ áíï÷Þ ôùí öëå-
âþí åêôéìÞèçêå óýìöùíá ìå ôçí êëßìáêá Ritt-
enberg ãéá ôçí åêôßìçóç ôçò öëåâßôéäáò18. Ç ðá-
ñáêïëïýèçóç ôçò ôïîéêüôçôáò óõìðåñéåëÜìâáíå
ãåíéêÞ áßìáôïò ôéò çìÝñåò 1, 8, 15 êáé 21 êÜèå
êýêëïõ. ¼ôáí åìöáíéæüôáí áéìáôïëïãéêÞ ôïîéêü-
ôçôá âáèìïý 3 ç 4, ç ãåíéêÞ áßìáôïò ãéíüôáí äýï
öïñÝò ôçí åâäïìÜäá Ýùò ôçí áðïêáôÜóôáóç ôçò
ôïîéêüôçôáò. Ç âéíïñåëìðßíç ôçí çìÝñá 5 äéäü-
ôáí ìüíï áí ï áðüëõôïò áñéèìüò ôùí ïõäåôåñï-
ößëùí Þôáí > áðü 1500/ìl êáé ôá áéìïðåôÜëéá >

100.000/ìl . Óå ðåñßðôùóç åìöÜíéóçò âáèìïý 3
ç 4 ïõäåôåñïðåíßáò, ÷ïñçãåßôï G-CSF 5ìg/êg
SC ôéò çìÝñåò 2-4 êáé 6-13 ãéá üëïõò ôïõò åðü-
ìåíïõò êýêëïõò ÷çìåéïèåñáðåßáò. Ïé äüóåéò ôùí
öáñìÜêùí ìåéþíïíôáí êáôÜ 25% óå ðåñßðôùóç:
á) åìðýñåôçò ïõäåôåñïðåíßáò  â) åðéìÝíïõóáò,
ðáñÜ ôçí ÷ñÞóç äåõôåñïãåíïýò ðñïöýëáîçò ìå
G-CSF, ïõäåôåñïðåíßáò âáèìïý 4   ã) óå èñïì-
âïðåíßá âáèìïý 4  êáé   ä) óå ïðïéáäÞðïôå Üëëç
óïâáñÞ  (âáèìïý 3 ç 4)  ìç áéìáôïëïãéêÞ ôïîéêü-
ôçôá.

Áíôáðüêñéóç

Óôéò áóèåíåßò ðïõ Ýëáâáí ôïõëÜ÷éóôïí Ýíáí
êýêëï ÷çìåéïèåñáðåßáò åêôéìÞèçêå ç áíôáðüêñé-
óç êáèþò êáé ïé ÷ñïíéêÝò ðáñÜìåôñïé ðïõ áöï-
ñïýóáí ôçí áíôáðüêñéóç. Ç äéÜñêåéá áíôáðüêñé-
óçò õðïëïãßóèçêå áðü ôçí Ýíáñîç ôçò êáëýôå-
ñçò áíôáðüêñéóçò Ýùò ôçí çìÝñá ðïõ äéáðéóôþ-
èçêå ðñüïäïò íüóïõ.

Ç óôáôéóôéêÞ áíÜëõóç Ýãéíå ÷ñçóéìïðïéþíôáò
ôçí êáôÜ Pearson chi-square (X2 ) ìÝèïäï. Ï
÷ñüíïò Ýùò ôçí ðñüïäï íüóïõ (time to progres-
sion, TTP) ïñßóèçêå óáí ôïí ÷ñüíï áðü ôçí çìå-
ñïìçíßá åéóüäïõ óôç ìåëÝôç Ýùò ôçí çìåñïìçíßá
ðïõ äéáðéóôþèçêå ðñüïäïò íüóïõ êáé õðïëïãß-
óèçêå ìå ôçí ìÝèïäï Kaplan-Meier.

ÁÐÏÔÅËEÓÌÁÔÁ

×áñáêôçñéóôéêÜ áóèåíþí

ÁíÜìåóá óôïí Ïêôþâñéï ôïõ 1999 êáé ôïí
ÉáíïõÜñéï ôïõ 2001 Ýëáâáí ìÝñïò ó ’ áõôÞí ôçí
ìåëÝôç óõíïëéêÜ 40 áóèåíåßò. ¼ëïé ïé áóèåíåßò
õðïëïãßóèçêáí óôçí åêôßìçóç ôçò áíôáðüêñéóçò
êáé ôçò ôïîéêüôçôáò. Ôá ÷áñáêôçñéóôéêÜ ôùí áóèå-
íþí ðáñïõóéÜæïíôáé óôïí ðßíáêá 1. Ç ìÝóç çëéêßá
ôùí áóèåíþí Þôáí 55 Ýôç (åýñïò 38-72). Äåêá-
ðÝíôå áóèåíåßò Þôáí ðñïåììçíïðáõóéáêÝò êáé
åéêïóéðÝíôå ìåôåììçíïðáõóéáêÝò. Ï ìÝóïò ÷ñü-
íïò áðü ôçí ðñùôïãåíÞ äéÜãíùóç Ýùò ôçí ðñüïäï
íüóïõ Þôáí 20 ìÞíåò (åýñïò 0-144). Tá ïóôÜ
Þôáí ç ðéï óõ÷íÞ åóôßá ìåôáóôáôéêÞò ðñïóâïëÞò
(70%), áêïëïõèïýìåíç áðü ôï Þðáñ (47.5%), ðíåý-
ìïíá (37,5%), ëåìöáäÝíåò (35%), èùñáêéêü ôïß-
÷ùìá/äÝñìá (22,5%) êáé ðëåõñéôéêÞ óõëëïãÞ
(12.5%). ̧ íôåêá áóèåíåßò åß÷áí ìïíÞñç ìåôáóôá-
ôéêÞ åíôüðéóç (27.5%), 12 åß÷áí äýï (30%)  êáé
17 (42.5%) åß÷áí ôñåéò Þ ðåñéóóüôåñåò. ÅéêïóéðÝ-
íôå áóèåíåßò (62.5%) åß÷áí ëÜâåé ðñïçãïõìÝíùò
ïñìïíïèåñáðåßá. ÅðéêïõñéêÞ (adjuvant) ïñìïíï-
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Ðßíáêáò 1. ×áñáêôçñéóôéêÜ áóèåíþí

Í (%)

Áñéèìüò áóèåíþí 40
Çëéêßá (Ýôç)

Median 55
Range (38 - 72)

ÊáôÜóôáóç åììÞíïõ ñýóåùò
ÐñïåììçíïðáõóéáêÝò 15 (37.5)
ÌåôåììçíïðáõóéáêÝò 25 (62.5)

Ïéóôñïãïíéêïß õðïäï÷åßò
Èåôéêïß 20 (50)
Áñíçôéêïß 11 (27.5)
¢ãíùóôïé 9 (22.5)

×ñüíïò áðü äéÜãíùóç Ýùò åðéäåßíùóç (ìçí)
Median 20
Range (0 - 144)

Ðñïçãçèåßóá Ïñìïíïèåñáðåßá 25 (62.5)
Adjuvant 14 (35)
Adjuvant + palliative 11 (27.5)

Ðñïçãçèåßóá adjuvant  ÷çìåéïèåñáðåßá 24 (60)
Ìå áíèñáêõêëßíåò 12 (30)
CMF* 10 (25)
ÌÝãáèåñáðåßá** 2 (5)

Áñéèìüò ìåôáóôáôéêþí åóôéþí
1 11 (27.5)
2 12 (30)

≥ 3 17 (42.5)

* CMF: Cyclophosphamide, Methotrexate, Fluoracil
** ÌÝãáèåñáðåßá : Carboplatin/ Etoposide /Melphalan

èåñáðåßá åß÷å äïèåß óå 14 áóèåíåßò åíþ óå 11
áóèåíåßò (27.5%) åß÷å äïèåß ïñìïíéêüò ÷åéñéóìüò
ôüóï ùò åðéêïõñéêÞ èåñáðåßá êáèþò üóï êáé ãéá
ìåôáóôáôéêÞ íüóï. ÅéêïóéôÝóóåñéò áóèåíåßò (60%)
åß÷áí ëÜâåé åðéêïõñéêÞ ÷çìåéïèåñáðåßá åê ôùí
ïðïßùí ïé 12 (30%) ìå áíèñáêõêëßíåò, ïé 10 (25%)
ìå CMF êáé  2 åß÷áí ëÜâåé ìåãáèåñáðåßá.

Áíôáðüêñéóç óôç èåñáðåßá

Ç óõíïëéêÞ áíôáðüêñéóç Þôáí 40% (95% äéÜ-
óôçìá áîéïðéóôßáò 15-65) óõìðåñéëáìâáíïìÝíùí
6 (15%) ðëÞñùí êáé 10 (25%) ìåñéêþí õöÝóåùí.
ËåðôïìåñÞ óôïé÷åßá üóïí áöïñÜ ôçí áíôáðüêñé-
óç öáßíïíôáé óôïí Ðßíáêá 2. Óôáèåñïðïßçóç ôçò
íüóïõ ðáñáôçñÞèçêå óå Ýîé (15%) áóèåíåßò. Ç
ìÝóç äéÜñêåéá ôçò áíôáðüêñéóçò Þôáí 8 ìÞíåò
(åýñïò 4-12). ÌåôÜ áðü ìÝóï ÷ñüíï ðáñáêïëïý-
èçóçò 13 ìçíþí, 31 áóèåíåßò (77%) Þôáí áêüìá
åí æùÞ êáé 11 áóèåíåßò (27.5%) Þôáí ÷ùñßò Ýí-
äåéîç ðñïüäïõ íüóïõ. Ç ðëåéïíüôçò ôùí  áíôéêåé-
ìåíéêþí áíôáðïêñßóåùí ðáñáôçñÞèçêáí óå óðëá-
÷íéêÝò åóôßåò óå 14 áðü 34 (48%) áóèåíåßò. Ç
áíôáðüêñéóç Þôáí áíåîÜñôçôç áðü ôïí áñéèìü

ôùí åìðëåêïìÝíùí ïñãÜíùí: ãéá Ýíá üñãáíï 45%,
ãéá äýï 42% êáé ãéá ≥ áðü ôñßá 35%. Äåí õðÞñ÷å
óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ óôçí áíôáðüêñéóç
áíÜìåóá óôï åßäïò ôùí ìåôáóôáôéêþí åóôéþí
(p=0,885) êáé óôïí áñéèìü ôïõò (p=0.858). Ï äéÜ-
ìåóïò ðñïâëåðüìåíïò ÷ñüíïò ìÝ÷ñé ôçí åìöÜíé-
óç åðéäåßíùóçò  (time to progression, TTP) Þôáí
6 ìÞíåò (95% äéÜóôçìá áîéïðéóôßáò 3.25-8.75,
ðßíáêáò 2) åíþ ç ìÝóç åðéâßùóç äåí Ý÷åé áêüìç
åðéôåõ÷èåß.

Èåñáðåßá êáé áíï÷Þ èåñáðåßáò

ÓõíïëéêÜ ÷ïñçãÞèçêáí åêáôïí-ïãäïíôá äýï
óõíåäñßåò ÷çìåéïèåñáðåßáò. Ï ìÝóïò áñéèìüò ôùí
èåñáðåéþí Þôáí 4.5 áíÜ áóèåíÞ (åýñïò 1-9). Ïé
äüóåéò ôçò âéíïñåëìðßíçò êáé ôçò äïóåôáîÝëçò
ìåéþèçêáí óôïõò107 (60%) êýêëïõò êáé 93 (52%)
êýêëïõò áíôßóôïé÷á. Ç ìÝóç Ýíôáóç äüóçò ãéá
ôçí ÄÏÓ Þôáí 0.90 (åýñïò 0.8-1.0) êáé ãéá ôçí
ÂÉÍ 0.84 (åýñïò 0.6-1.0). Ãéá ôçí ÂÉÍ ç ìÝóç äüóç
áíÜ óõíåäñßá ÷çìåéïèåñáðåßáò Þôáí 21 mg/m2.

Ç ôïîéêüôçôá Þôáí êõñßùò áéìáôïëïãéêÞ (Ðßíá-
êáò 3). Åéêïóéïêôþ áóèåíåßò (70%) åß÷áí âáèìïý 3
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Ðßíáêáò 2. Áíôáðüêñéóç óôï ó÷Þìá Docetaxel/Vinorelbine

Áíôáðüêñéóç Áñéèìüò (%)

ÓõíïëéêÞ Áíôáðüêñéóç  16 (40)
ÐëÞñçò Áíôáðüêñéóç   6 (15)
ÌåñéêÞ Áíôáðüêñéóç 10 (25)
ÓôÜóéìç íüóïò   6 (15)
Åðéäåßíùóç 18 (45)
ÄéÜìåóç äéÜñêåéá áíôáðüêñéóçò (ìÞíåò) 8(4-12)
ÄéÜìåóïò ÷ñüíïò Ýùò åðéäåßíùóç (ìÞíåò) 6(3-6)
Áíôáðüêñéóç âÜóåé ìåôáóôáôéêÞò åóôßáò

ÏóôÜ 8/28 (29)
¹ðáñ 7/19 (37)
Ðíåýìïíåò 7/15 (47)
ËåìöáäÝíåò 6/14 (43)
Èùñáêéêü ôïß÷ùìá/ äÝñìá 3/9 (33)
Ðëåõñßôéò 2/5 (40)

Áíôáðüêñéóç âÜóåé áñéèìïý ìåôáóôáôéêþí åóôéþí
1 5/11 (45)
2 5/12 (42)
≥ 3 6/17 (35)

Ðßíáêáò 3. Ìåãßóôç ðáñáôçñçèåßóá ôïîéêüôçôá

Êëßìáêá WHO

1 2 3 4 3 + 4 (%)

Ïõäåôåñïðåíßá  4 5  8 20 28 (70)
Áíáéìßá  15 3 2 0 2 (5)
Èñïìâïðåíßá 2 2 1 0 1 (2.5)
Óôïìáôßôéäá 2 4 2 0 2 (5)
ÄéÜññïéá 2 1 1 0 1 (2.5)
Íáõôßá/ åìåôüò 10 3 2 0 2 (5)
Áëùðåêßá 6 4 13 0 13 (32)
Íåõñïôïîéêüôçôá 2 1 0 0 0 (0)
Öëåâßôéäá 1 1 0 0 0 (0)
ÊáôáêñÜôçóç õãñþí 2 0 0 0 0 (0)
ÁëëåñãéêÞ áíôßäñáóç 1 0 0 0  0 (0)

ç 4 ïõäåôåñïðåíßá. Åìðýñåôïò ïõäåôåñïðåíßá
ðáñáôçñÞèçêå óå 16 áóèåíåßò (40%) êáé 12 áðü
áõôïýò (30%) åéóÞ÷èçóáí óôï Íïóïêïìåßï ãéá ÷ï-
ñÞãçóç IV áíôéâéïôéêþí. Äåí óõíÝâçóáí ôïîéêïß
èÜíáôïé. Áõîçôéêüò ðáñÜãùí ÷ïñçãÞèçêå óå 28
áóèåíåßò (70%), ëüãù âáèìïý 3 ç 4 ïõäåôåñïðå-
íßáò. Áíáéìßá ðáñáôçñÞèçêå óðáíßùò (äýï áóèå-
íåßò ìå âáèìü 3, 5%) êáé âáèìüò 3 èñïìâïðåíßáò
ðáñáôçñÞèçêå ìüíï óå Ýíáí áóèåíÞ (2.5%). Âáè-
ìïý 3 óôïìáôßôéäá Þôáí áóýíçèåò åýñçìá (5%) êáé
äéÜññïéá Þôáí óðÜíéá (2.5%). ×çìéêÞ öëåâßôéäá óôï
óçìåßï ôçò Ýã÷õóçò (âáèìïý 1 ç 2 êáôÜ ôçí êëß-
ìáêá Rittenberg) ðáñáôçñÞèçêå óå 2 áóèåíåßò (5%).
Ç íáõôßá êáé ï åìåôüò Þôáí ãåíéêÜ Þðéåò ðáñåíÝñ-
ãåéåò. Ç áëùðåêßá Þôáí êáèïëéêÞ. ÓïâáñÞ ðåñéöå-
ñéêÞ íåõñïðÜèåéá äåí ðáñáôçñÞèçêå.

ÓÕÆHÔÇÓÇ

¸íáò óçìáíôéêüò áñéèìüò áóèåíþí ìå êáñêß-
íï ôïõ ìáóôïý èá õðïôñïðéÜóåé ðáñ’ üëç ôçí
ôïðéêï - ðåñéï÷éêÞ áãùãÞ êáé ôçí åðéêïõñéêÞ
èåñáðåßá. ÓÞìåñá, üëï êáé ðåñéóóüôåñïé áóèåíåßò
ëáìâÜíïõí ùò åðéêïõñéêÞ èåñáðåßá ó÷Þìáôá ðïõ
ðåñéÝ÷ïõí áíèñáêõêëßíåò, ìå áðïôÝëåóìá íá ìåéþ-
íåôáé ç äõíáôüôçôá ÷ñçóéìïðïßçóçò ôïõò óå ðå-
ñßðôùóç õðïôñïðÞò. ÅðïìÝíùò, óõ÷íÜ åßíáé áðá-
ñáßôçôç ç ÷ïñÞãçóç ó÷çìÜôùí ìç ðåñéÝ÷ïíôá
áíèñáêõêëßíåò óáí ðñþôçò ãñáììÞò èåñáðåßá óå
ìåôáóôáôéêü êáñêßíï ôïõ ìáóôïý. ÁíÜìåóá óôéò
íÝåò ïõóßåò ðïõ ìåëåôÞèçêáí ôá ôåëåõôáßá ÷ñü-
íéá, ç äïóåôáîÝëç êáé ç âéíïñåëìðßíç Ý÷ïõí âñå-
èåß íá åßíáé ïé ðëÝïí äñáóôéêÝò. ¸ôóé ðáñáìÝíåé
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ç ðñüêëçóç ôïõ íá ìåëåôÞóåé êáíåßò ôïí ðáñá-
ðÜíù óõíäõáóìü öáñìÜêùí óáí ðñþôçò ãñáì-
ìÞò èåñáðåßá óå ìåôáóôáôéêÞ íüóï. Ï óõíäõá-
óìüò áõôüò Ý÷åé ðáñïõóéÜóåé áðïäåêôÞ ôïîéêüôç-
ôá óå ìç ìéêñïêõôôáñéêü êáñêßíï ôïõ ðíåýìï-
íá18,20.

Ç áíôáðüêñéóç ðïõ ðáñáôçñÞèçêå óôçí ðá-
ñïýóá ìåëÝôç Þôáí ÷áìçëüôåñç áðü áõôÞí ðïõ
âñÝèçêå óôçí ìåëÝôç ôùí Kormek êáé óõí21, üôáí
ôá äýï öÜñìáêá óõíäõÜóèçêáí áëëÜ ìå äéáöïñå-
ôéêü ôñüðï (ç âéíïñåëìðßíç óå äüóç 30 mg/m2

ôéò çìÝñåò 1 êáé 15 êáé ç äïóåôáîÝëç 30 mg/m2

ôéò çìÝñåò 1, 8 êáé 15 êÜèå ôÝóóåñéò åâäïìÜ-
äåò). Óôç ìåëÝôç áõôÞ ðïõ  óõìðåñéëÜìâáíå 57
óõíïëéêÜ áóèåíåßò, ìüíï  42 áóèåíåßò Ýëáâáí
ôïí ðáñáðÜíù óõíäõáóìü óáí ðñþôçò ãñáììÞò
èåñáðåßá ìå ðïóïóôü áíôáðüêñéóçò  64%. Åäþ
ðñÝðåé íá óçìåéþóïõìå üôé ôï ðïóïóôü ôùí áóèå-
íþí ìå ïóôéêÝò ìåôáóôÜóåéò Þôáí ìüíï 19% (11/
57) óôç ìåëÝôç ôïõ Kormek óå óýãêñéóç ìå ôï
70% (17/40) ðïõ õðÞñ÷å  óôç äéêÞ ìáò ìåëÝôç,
åíþ ï áñéèìüò ôùí áóèåíþí ìå ? 3 åóôßåò ìåôá-
óôáôéêÞò ðñïóâïëÞò Þôáí 25% (14/57) êáé 42.5%
(17/40) áíôßóôïé÷á. Ëüãù ôùí ðáñáðÜíù äéáöï-
ñþí ìðïñåß íá åîçãçèåß êáé ç ìåãáëýôåñç áíôá-
ðüêñéóç óôç ìåëÝôç ôïõ Kormek , (ðáñ’ üëï ðïõ
ç óýãêñéóç ìåëåôþí öÜóçò 2 äåí åßíáé äüêéìç
ôáêôéêÞ ãåíéêÜ).

Ç ðñïêáôáñêôéêÞ áíáêïßíùóç ìéáò ìåëÝôçò
óôçí ïðïßá ï óõíäõáóìüò ÄÏÓ êáé ÂÉÍ ÷ïñçãÞ-
èçêå óå 35 áóèåíåßò ìå êáñêßíï ìáóôïý ,óáí
ðñþôçò ãñáììÞò èåñáðåßá ìå ðáñüìïéï ôñüðï
ìå ôïí äéêü ìáò, Ýäùóå ðáñüìïéá áðïôåëÝóìáôá
ìå áíôáðüêñéóç ôçò ôÜîåùò ôïõ 42%22 .

Óôçí ìåëÝôç ìáò, Ýîé áóèåíåßò (15%) ðÝôõ÷áí
ðëÞñç ýöåóç êáé äÝêá (25%) ìåñéêÞ ýöåóç ðåôõ-
÷áßíïíôáò Ýôóé óõíïëéêÞ áíôáðüêñéóç 40%.Óôá-
èåñÞ íüóïò ðáñáôçñÞèçêå óå Ýîé áóèåíåßò (15%).
Ç ìÝóç äéÜñêåéá áíôáðüêñéóçò Þôáí 8 ìÞíåò êáé
ï ìÝóïò ÷ñüíïò Ýùò ôçí ðñüïäï íüóïõ (time to
progression) Þôáí > 12 ìÞíåò. ÌåôÜ áðü ðáñáêï-
ëïýèçóç 12 ìçíþí, 31 áóèåíåßò (77%) Þôáí æù-
íôáíïß êáé 11 áóèåíåßò (27.5%) ÷ùñßò ðñüïäï
íüóïõ. Ï óõíäõáóìüò öÜíçêå íá Ý÷åé ðáñüìïéá
äñáóôéêüôçôá óå üëåò ôéò åóôßåò ðñïóâïëÞò êáé
áíåîáñôÞôùò  ôïõ áñéèìïý ôùí ìåôáóôáôéêþí
åóôéþí, êáèþò áóèåíåßò ìå ôñåéò ç ðåñéóóüôåñåò
ìåôáóôáôéêÝò åóôßåò áíôáðïêñßèçêáí ìå ðáñüìïéï
ôñüðï ìå áõôïýò ìå ëéãüôåñåò áðü ôñåéò ìåôá-
óôáôéêÝò åóôßåò.

Ç êýñéá ôïîéêüôçôá ôïõ óõíäõáóìïý Þôáí ïõ-
äåôåñïðåíßá åíþ óïâáñÞ áíáéìßá êáé èñïìâïðå-
íßá Þôáí óðÜíéåò. Ïõäåôåñïðåíßá âáèìïý 3 êáé 4

ðáñïõóßáóå ôï 70% ôùí áóèåíþí êáé õðïóôçñß-
÷èçêáí ìå G-CSF. ÄåêáÝîé áóèåíåßò (40%) ðá-
ñïõóßáóáí åìðýñåôï ïõäåôåñïðåíßá êáé 12 (30%)
÷ñåéÜóèçêå íá íïóçëåõèïýí. Ðáñ’ üëç ôçí õøçëÞ
åðßðôùóç ôçò ïõäåôåñïðåíßáò, ç ôïîéêüôçôá Þôáí
áíôéìåôùðßóéìç êáé äåí óõíÝâçóáí ôïîéêïß èÜíá-
ôïé. Ó÷åôéêÜ ìå ôçí ìç áéìáôïëïãéêÞ ôïîéêüôçôá
óçìåéþíïõìå ôçí áëùðåêßá âáèìïý 3 ðïõ ðáñïõ-
óéÜóèçêå óôï 32% ôùí áóèåíþí êáèþò êáé ôçí
óôïìáôßôéäá ðïõ óõíÝâç óå 10 áóèåíåßò ìå ìüíï
2 ðåñéðôþóåéò (5%) üðïõ ðáñáôçñÞèçêå âáèìïý
3 ôïîéêüôçôá. Ðáñ’ üëç ôçí ðéèáíÞ íåõñïôïîéêü-
ôçôá ôùí äýï öáñìÜêùí, ç ðåñéöåñéêÞ íåõñïðÜ-
èåéá Þôáí óðÜíéá êáé ó÷åôéêÜ Þðéá (âáèìïý 1 êáé
2). ÃåíéêÜ, ç ôïîéêüôçôá óôç ìåëÝôç ìáò åßíáé
ðáñüìïéá ìå áõôÞ ðïõ êáôáãñÜöçêå óôç ìåëÝôç
ôïõ Kormek êáé óõí21 üðïõ êáé ðáñáôçñÞèçêå
ïõäåôåñïðåíßá âáèìïý 3 êáé 4 óôï 64% ôùí áóèå-
íþí.

Óå ìåëÝôç öÜóçò 2 ôùí Romero A êáé óõí25,
ç ÂÉÍ óå óõíäõáóìü ìå ðáêëéôáîÝëç ÷ïñçãÞèçêå
óå 49 ìç ðñïèåñáðåõìÝíåò áóèåíåßò ìå ðñï÷ù-
ñçìÝíï êáñêßíï ìáóôïý. Ç áíôáðüêñéóç ðïõ ðá-
ñáôçñÞèçêå Þôáí 60%, ï ìÝóïò ÷ñüíïò Ýùò ôçí
áðïôõ÷ßá ôçò èåñáðåßáò 7 ìÞíåò êáé ç ìÝóç åðé-
âßùóç 17 ìÞíåò. Ïõäåôåñïðåíßá âáèìïý 3 êáé 4
óõíÝâç óôï 92% ôùí áóèåíþí, ìå äýï ôïîéêïýò
èáíÜôïõò.

Óå ìåëÝôåò öÜóçò 2 ç ÄÏÓ êáé ç  ÂÉÍ üôáí
÷ïñçãÞèçêáí óáí ìïíïèåñáðåßá ðñþôçò ãñáì-
ìÞò óå ìåôáóôáôéêü êáñêßíï ôïõ ìáóôïý7-14, ðÝ-
ôõ÷áí áíôáðïêñßóåéò ðÜíù áðü 40%. Êáèþò ï
óõíäõáóìüò ôçò äïóåôáîÝëçò êáé âéíïñåëìðßíçò
óôçí ðáñïýóá ìåëÝôç öÜóçò 2 áðÝäùóå ðïóï-
óôü áíôáðüêñéóçò 40%, óõæçôåßôáé ôï ãåãïíüò
üôé ðáñüìïéá áðïôåëÝóìáôá èá ìðïñïýóáí íá
Ý÷ïõí åðéôåõ÷èåß ìå ìïíïèåñáðåßá ìå äïóåôáîÝ-
ëç. Ðáñ’ üë’ áõôÜ, ç ó÷åäüí 55% áíôáðüêñéóç
ðïõ ðáñáôçñÞèçêå óå ìïíïèåñáðåßá ìå äïóåôá-
îÝëç óôéò ðñþôåò ìåëÝôåò öÜóçò 226,27 èá ðñÝ-
ðåé íá èåùñåßôáé óáí ðñþéìç, åö’ üóïí áõôÝò
Ý÷ïõí âáóéóèåß óå ìéêñïýò áñéèìïýò áóèåíþí. Ïé
ìåôÝðåéôá ôõ÷áéïðïéçìÝíåò ìåëÝôåò ìïíïèåñá-
ðåßáò ìå äïóåôáîÝëç Ýíáíôé ìéôïìõêßíçò C + âéí-
ìðëáóôßíçò ç Ýíáíôé ìåèïôñåîÜôçò + 5FU óå
áíèåêôéêÝò óôéò áíèñáêõêëßíåò Þ âáñéÜ ðñïèåñá-
ðåõìÝíåò áóèåíåßò, áðÝäùóå âáèìïýò áíôáðüêñé-
óçò 30% êáé 42% áíôßóôïé÷á, ãéá ôçí äïóåôáîÝ-
ëç28,29. Ôï áí ðñáãìáôéêÜ õðåñÝ÷åé ï óõíäõáóìüò
ÄÏÓ+ ÂÉÍ Ýíáíôé ôçò ìïíïèåñáðåßáò ìå ÄÏÓ ,
ìðïñåß íá áðáíôçèåß ìüíï ìå ôõ÷áéïðïéçìÝíåò
ìåëÝôåò öÜóçò 3.

Ôá áðïôåëÝóìáôá ôçò ìåëÝôçò ìáò üóïí áöï-
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ñÜ ôï âáèìü áíôáðüêñéóçò äåí ìáñôõñïýí êëéíé-
êÞ óõíÝñãéá óå áíôßèåóç ìå ôá åõñÞìáôá in vitro
ìåëåôþí üðïõ ðáñáôçñÞèçêå óõíåñãéêÞ äñÜóç
áíÜìåóá óôá äýï öÜñìáêá6,7. Åî’ áéôßáò ôïõ ãåãï-
íüôïò üôé êáé ç âéíïñåëìðßíç êáé ç äïóåôáîÝëç
äñïõí óôïõò ìéêñïóùëçíßóêïõò áëëÜ ìå Ýíáí
ôåëåßùò äéáöïñåôéêü ìç÷áíéóìü, õðïèÝôïõìå üôé
ãéá íá åðéôåõ÷èåß óõíÝñãéá ï ôñüðïò êáé ï ÷ñü-
íïò ôçò ÷ïñÞãçóçò ôïõò ìðïñåß íá ðáßæåé óçìá-
íôéêü ñüëï. ¼ôáí ç ðáêëéôáîÝëç (ôáîÜíç ìå ðá-
ñüìïéï ìç÷áíéóìü äñÜóçò ìå ôç äïóåôáîÝëç)
÷ïñçãÞèçêå ü÷é ôáõôü÷ñïíá, áëëÜ ìåôÜ ôç âéíï-
ñåëìðßíç, ðáñáôçñÞèçêå áíôáãùíéóìüò23 . Áðü
ôç Üëëç ðëåõñÜ, ìéá Üëëç in vitro ìåëÝôç24 Ýäåéîå

ôç ìåãáëýôåñïõ âáèìïý óõíÝñãéá ãéá ôá äýï
öÜñìáêá üôáí êõôôáñéêÝò óåéñÝò åêôÝèçêáí ãéá
ìéá åêôåôáìÝíç ðåñßïäï (48 þñåò) óôç âéíïñåë-
ìðßíç ðñéí áðü ôçí ðáêëéôáîÝëç.

Ï âáèìüò áíôáðüêñéóçò ôïõ 40% ìå ôïí óõí-
äõáóìü ÂÉÍ/ÄÏÓ ðïõ ðáñáôçñÞóáìå óå áõôÞ ôçí
ìåëÝôç èåùñåßôáé éêáíïðïéçôéêüò ìå äåäïìÝíï ôï
õøçëü ðïóïóôü ðëÞñùí õöÝóåùí (15%). Ìåëëï-
íôéêÝò ìåëÝôåò èá ìðïñïýóáí íá åóôéáóèïýí óå
Ýíá äéáöïñåôéêü ôñüðï ÷ïñÞãçóçò (äéáäï÷éêÜ,
åíáëëáóóüìåíá)  êáèþò êáé óå áýîçóç ôçò Ýíôá-
óçò äüóçò,  áõôþí ôùí äýï ðïëý äñáóôéêþí êõô-
ôáñïóôáôéêþí óôïí ìåôáóôáôéêü êáñêßíï ôïõ ìá-
óôïý.

ABSTRACT

VASILOMANOLAKIS Ì., APERIS G., DROUFAKOU S., DEMIRI M., TOKOU R., LAZARIS Í.,
GEORGOUSI Ê., KOUMAKIS G., BARBOUNIS V., MISITZIS G.   EFREMIDOU A. First line
combination chemotherapy with vinorelbine and docetaxel in metastatic breast ca-
ncer. A phase II study.

We evaluated the efficacy and tolerance of a combination of vinorelbine (VNR) and docetaxel
(DOC), as first line chemotherapy in 40 patients with metastatic breast cancer. Treatment
consisted of VNR 25 mg/m2 on days 1 and 5, and DOC 75 mg/m2 on day 1, every 3 weeks
used in this study. The combination has showed sufficient activity (40% RR, 15% CR) as first-
line chemotherapy in metastatic breast cancer. Neutropenia was considerable and at the same
time easy manageable. Key Words: vinorelbine, docetaxel, first line chemotherapy, metastatic
breast cancer. Forum of Clinical Oncology 1 (2):131-138, 2002.
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Áîéïëïãçóç ôçò áìéöïóôßíçò ùò íåõñïðñïóôáôåõôéêïý

ðáñÜãïíôá óå èåñáðåßá ìå óõíäõáóìü ðáêëéôáîÝëçò

êáé óéóðëáôßíçò

Ð.Ó. Ðáñáóêåõüðïõëïò1, Í. ÐáðÜíáò1, Ç. ÇëéÜäçò2, Ð. Çëéüðïõëïò1, É. ÌáõñïìÜôçò2,
É. ÌõëùíÜò2

ÐÅÑIËÇØÇ
Óêïðüò ôçò ðáñïýóáò ìåëÝôçò Þôáí ç äéåñåýíçóç ôçò åðßäñáóçò ôçò áìéöïóôßíçò (Ethyolâ)
óôç íåõñïôïîéêüôçôá ðïõ ðñïêáëåßôáé áðü ôï ÷çìåéïèåñáðåõôéêü óõíäõáóìü ðáêëéôáîÝëçò
êáé óéóðëáôßíçò óå ãõíáßêåò ìå ðñï÷ùñçìÝíï êáñêßíùìá ùïèçêþí. ÌåëåôÞèçêáí 19 áóèåíåßò
ìå êáñêßíùìá ôùí ùïèçêþí óôáäßïõ FIGO III Þ IV. Óôçí ïìÜäá A (10 áóèåíåßò) ÷ïñçãÞèçêå
áìéöïóôßíç óå äüóç 740 mg/m2 ðñéí áðü ôçí Ýã÷õóç ðáêëéôáîÝëçò (135 mg/m2) êáôÜ ôçí
ðñþôç çìÝñá êáé óôçí ßäéá äüóç ðñéí áðü ôçí Ýã÷õóç óéóðëáôßíçò (80 mg/m2) êáôÜ ôç
äåýôåñç çìÝñá ôçò ÷çìåéïèåñáðåßáò. Óôçí ïìÜäá Â (8 áóèåíåßò) åöáñìüóôçêå ôï ßäéï ÷çìåéï-
èåñáðåõôéêü ðñùôüêïëëï äß÷ùò áìéöïóôßíç. Ç íåõñïëïãéêÞ áîéïëüãçóç Ýãéíå áðü íåõñïëüãï,
ï ïðïßïò äåí ãíþñéæå óå ðïéá ïìÜäá áíÞêå ç êÜèå áóèåíÞò. Ç åêôßìçóç Ýãéíå ôüóï ðñéí üóï
êáé ìåôÜ ôçí ïëïêëÞñùóç 6 êýêëùí ÷çìåéïèåñáðåßáò. ÅêôéìÞèçêáí ïé ôåíüíôéåò áíôáíáêëÜ-
óåéò, ç åðéðïëÞò áéóèçôéêüôçôá êáé ç ìõúêÞ éó÷ýò êáèþò êáé ôá íåõñïðáèçôéêÜ óõìðôþìáôá.
Åðßóçò ìåôñÞèçêáí ç ôá÷ýôçôá áãùãéìüôçôáò êáé ôï åýñïò äõíáìéêïý óå 7 ðåñéöåñéêÜ íåýñá
(4 áéóèçôéêÜ êáé 3 êéíçôéêÜ). Ç íåõñïôïîéêüôçôá Þôáí âáñýôåñç (p=0,045) óôçí ïìÜäá Â
(âáèìïý 3 óå ìéá áóèåíÞ, âáèìïý 2 óå ôñåéò áóèåíåßò, âáèìïý 1 óå ôÝóóåñéò áóèåíåßò) Ýíáíôé
ôçò ïìÜäáò Á (âáèìïý 2 óå ìßá áóèåíÞ, âáèìïý 1 óå ôñåéò áóèåíåßò, âáèìïý 0 óå Ýîé
áóèåíåßò). Åðßóçò ç åðéäåßíùóç ôùí íåõñïöõóéïëïãéêþí ðáñáìÝôñùí Þôáí óïâáñüôåñç óôçí
ïìÜäá Â (p=0,0033). Ç áìéöïóôßíç Ýãéíå êáëÜ áíåêôÞ. Ôá áðïôåëÝóìáôÜ áõôÜ, ìå ôïí ðåñéï-
ñéóìü ôïõ ìéêñïý áñéèìïý áóèåíþí, ðáñÝ÷ïõí åíäåßîåéò üôé ç óõã÷ïñÞãçóç áìéöïóôßíçò
ìðïñåß äõíçôéêÜ íá ìåéþóåé ôçí íåõñïôïîéêüôçôá ôïõ óõíäõáóìïý ðáêëéôáîÝëçò êáé óéóðëáôß-
íçò óå ãõíáßêåò ìå êáñêßíùìá ùïèçêþí, åýñçìá ðïõ ÷ñÞæåé åðéâåâáßùóçò óå ìåãÜëõôåñç
ìåëÝôç.  ËÝîåéò åõñåôçñéáóìïý: Áìéöïóôßíç, Êáñêßíùìá ùïèçêþí, Íåõñïôïîéêüôçôá, ðáêëé-
ôáîÝëç, Óéóðëáôßíç. ÂÞìá ÊëéíéêÞò Ïãêïëïãßáò 2002, 1 (2):139-147.

1Á´ ÔìÞìá ÊëéíéêÞò Ïãêïëïãßáò, Áíôéêáñêéíéêü Íïóï-
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Èåóóáëïíßêçò.
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ÅéóáãùãÞ

Óôéò áíåðéèýìçôåò åíÝñãåéåò ôçò ðáêëéôáîÝ-
ëçò áíÞêåé êáé ç  íåõñïôïîéêüôçôá, ç ïðïßá áðï-
äßäåôáé êõñßùò óôç óõóóþñåõóç ìéêñïóùëçíáñßùí
óôá ðåñéöåñéêÜ íåýñá1-7. Åðßóçò ç íåõñïôïîéêü-
ôçôá áðïôåëåß óçìáíôéêÞ áíåðéèýìçôç åíÝñãåéá
ôçò óéóðëáôßíçò8-12. Ç íåõñïôïîéêüôçôá ðïõ ðñï-
êáëåßôáé áðü ôç óéóðëáôßíç Ý÷åé óõó÷åôéóèåß ìå
óõóóþñåõóç áíüñãáíçò ðëáôßíçò åíôüò ôùí íåõ-
ñþíùí13,14. Óôçí êëéíéêÞ ðñÜîç ï ÷çìåéïèåñáðåõ-
ôéêüò óõíäõáóìüò ðáêëéôáîÝëçò êáé óéóðëáôßíçò,
ï ïðïßïò Ý÷åé êáèéåñùèåß ùò èåñáðåßá åêëïãÞò
óå ðñï÷ùñçìÝíï êáñêßíùìá ùïèçêþí, ÷áñáêôç-
ñßæåôáé áðü óïâáñÞ íåõñïôïîéêüôçôá.7

Ç íåõñïôïîéêüôçôá ðïõ ðñïêáëåßôáé áðü ôç
óéóðëáôßíç Þ ôçí ðáêëéôáîÝëç ìðïñåß íá åßíáé
ðïëý óïâáñÞ5,7,9. Ç óéóðëáôßíç ìÜëéóôá Ý÷åé áíá-
öåñèåß üôé ìðïñåß åðßóçò íá ðñïîåíÞóåé üøéìç
ðñïúïýóá íåõñïðÜèåéá, ç ïðïßá ÷åéñïôåñåýåé êáôÜ
ôïõò ðñþôïõò ìÞíåò Ýðåéôá áðü ôç äéáêïðÞ ôçò
÷çìåéïèåñáðåßáò15,16. Óôç óýã÷ñïíç åðï÷Þ, ìå ôçí
åéóáãùãÞ óôçí êëéíéêÞ ðñÜîç ôùí áéìïðïéçôéêþí
áõîçôéêþí ðáñáãüíôùí ðïõ ìåéþíïõí ôçí áéìá-
ôïëïãéêÞ ôïîéêüôçôá, Ý÷åé ãßíåé éäéáßôåñá Ýêäçëï
ôï åíäéáöÝñïí ãéá ôç íåõñïôïîéêüôçôá, ç ïðïßá
ìðïñåß íá ïäçãÞóåé óå ìåßùóç ôçò äüóçò ôùí
÷çìåéïèåñáðåõôéêþí öáñìÜêùí16,17. Ùò åê ôïý-
ôïõ Ý÷ïõí äïêéìáóôåß ðïéêßëïé êõôôáñïðñïóôáôåõ-
ôéêïß ðáñÜãïíôåò17-19. Ìåôáîý áõôþí ôç óçìáíôé-
êüôåñç èÝóç Ý÷åé ç áìéöïóôßíç20. Ç áìéöïóôßíç
áñ÷éêÜ ó÷åäéÜóôçêå ùò êõôôáñïðñïóôáôåõôéêüò
ðáñÜãïíôáò Ýíáíôé ôçò áêôéíïèåñáðåßáò21, ãéá íá
áðïäåé÷èåß óôç óõíÝ÷åéá åõñÝïò öÜóìáôïò êõô-
ôáñïðñïóôáôåõôéêü öÜñìáêï óå ìéá óåéñÜ ðñï-
êëéíéêþí êáé êëéíéêþí ìåëåôþí22-24. Ï åíåñãüò
ìåôáâïëßôçò ôçò áìéöïóôßíçò åêëåêôéêÜ åéóÝñ÷å-
ôáé óôá öõóéïëïãéêÜ êýôôáñá êáé ìå ðïéêßëïõò
ìç÷áíéóìïýò (ðáñåìðüäéóç ôçò äçìéïõñãßáò óõ-
ìðëüêùí DNA-óéóðëáôßíçò, äÝóìåõóç åëåõèÝñùí
ñéæþí ïîõãüíïõ, ðñïóöïñÜ õäñïãüíïõ ðñïò åðé-
äéüñèùóç ìáêñïìïñßùí ðïõ Ý÷ïõí õðïóôåß âëÜ-
âç) åìðïäßæåé ôïí êõôôáñéêü èÜíáôï20,25. Åéäéêü-
ôåñá ç íåõñïðñïóôáôåõôéêÞ äñÜóç ôçò áìéöïóôß-
íçò Ý÷åé áñ÷ßóåé íá åêôéìÜôáé óå êëéíéêÝò ìåëÝ-
ôåò26-29.

Ôçí åðï÷Þ ðïõ ó÷åäéÜóôçêå ç ðáñïýóá ìåëÝ-
ôç (1996) ï ñüëïò ôçò áìéöïóôßíçò ùò íåõñï-
ðñïóôáôåõôéêïý ðáñÜãïíôá åß÷å ìåëåôçèåß ìüíï
ùò ðñïò ôá êëéíéêÜ íåõñïëïãéêÜ óçìåßá êáé ôùí
íåõñïðáèçôéêÜ óõìðôþìáôá, ÷ùñßò íåõñïöõóéï-
ëïãéêÞ åðéâåâáßùóç. Óêïðüò ôçò ðáñïýóáò ôõ-
÷áéïðïéçìÝíçò ðñïïðôéêÞò ìåëÝôçò Þôáí ç åíäå-

ëå÷Þò äéåñåýíçóç, ôüóï ìå êëéíéêÞ åîÝôáóç üóï
êáé ìå íåõñïöõóéïëïãéêü Ýëåã÷ï, ôçò áðïôåëå-
óìáôéêüôçôáò ôçò áìéöïóôßíçò óôç ìåßùóç ôçò
íåõñïôïîéêüôçôáò ðïõ ðñïêáëåßôáé áðü ôï ÷ç-
ìåéïèåñáðåõôéêü óõíäõáóìü ðáêëéôáîÝëçò êáé óé-
óðëáôßíçò óå ãõíáßêåò ìå ðñï÷ùñçìÝíï êáñêß-
íùìá ùïèçêþí.

Áóèåíåßò êáé ìÝèïäïé

Áðü ôï ÄåêÝìâñéï ôïõ 1996 ìÝ÷ñé ôï ÌÜñôéï
ôïõ 1999 óõìðåñéåëÞöèçóáí óôçí ðáñïýóá ìå-
ëÝôç 21 áóèåíåßò. Ôá êñéôÞñéá Ýíôáîçò óôç ìåëÝ-
ôç Þôáí: éóôïëïãéêþò áðïäåäåéãìÝíï êáñêßíùìá
ôùí ùïèçêþí óôáäßïõ ÉÉÉ Þ IV êáôÜ FIGO, çëéêßá
ìéêñüôåñç ôùí 65 åôþí, êáôÜóôáóç ëåéôïõñãéêÞò
éêáíüôçôáò âáèìïý 0 Þ 1 êáôÜ ôçí Eastern Co-
operative Oncology Group (ECOG), åðáñêÞò áé-
ìïðïéçôéêÞ, íåöñéêÞ êáé çðáôéêÞ ëåéôïõñãßá, áðïõ-
óßá ðáñáãüíôùí ðïõ ðñïäéáèÝôïõí óå íåõñïðÜ-
èåéá (üðùò Óáê÷áñþäçò ÄéáâÞôçò Þ êáôÜ÷ñçóç
áéèõëéêÞò áëêïüëçò), áñíçôéêü éóôïñéêü õðåñåõáé-
óèçóßáò óå öÜñìáêá.

Ïé áóèåíåßò ôõ÷áéïðïéÞèçêáí ìåôáîý ôùí ïìÜ-
äùí Á (÷çìåéïèåñáðåßá óõí áìéöïóôßíç) 11 áóèå-
íåßò êáé Â (÷çìåéïèåñáðåßá ÷ùñßò áìéöïóôßíç) 10
áóèåíåßò. ÔåëéêÜ 18 áóèåíåßò ïëïêëÞñùóáí ôç
ìåëÝôç (10 óôçí ïìÜäá Á êáé 8 óôçí ïìÜäá Â).
Ôñåéò áóèåíåßò áðïêëåßóèçêáí áðü ôç ìåëÝôç. Áðü
ôéò áóèåíåßò áõôÝò ìßá áóèåíÞò ðáñïõóßáóå åíôå-
ñéêÞ áðüöñáîç ëüãù äåýôåñçò ðñùôïðáèïýò
êáêïÞèåéáò (êáñêéíþìáôïò ôïõ ðá÷Ýïò åíôÝñïõ),
ìßá áóèåíÞò åêäÞëùóå áíáöõëáêôéêÞ áíôßäñáóç
óôç óéóðëáôßíç ýóôåñá áðü ôï äåýôåñï êýêëï êáé
ìßá áóèåíÞò äåí åðéèõìïýóå íá ïëïêëçñþóåé ôçí
ðñïãñáììáôéóìÝíç ÷çìåéïèåñáðåßá.

Ç äéÜìåóç çëéêßá ôùí 18 áóèåíþí ðïõ ïëï-
êëÞñùóáí ôç ìåëÝôç Þôáí 56±12 Ýôç (58±9 Ýôç
óôçí ïìÜäá Á Ýíáíôé 55±15 åôþí óôçí ïìÜäá Â,
p=0,55). Ôï ÷çìåéïèåñáðåõôéêü ðñùôüêïëëï (åðá-
íáëáìâáíüìåíï áíÜ 21 çìÝñåò ìå óõíïëéêÞ äéÜñ-
êåéá 6 êýêëùí) Þôáí ôï åîÞò: ÐáêëéôáîÝëç 135
mg/m2 óå ôñßùñç Ýã÷õóç  ôçí ðñþôç çìÝñá êáé
Óéóðëáôßíç 80 mg/m2 ìå åíõäÜôùóç ôç äåýôåñç
çìÝñá. Áóèåíåßò ðïõ ôõ÷áéïðïéïýíôï óôçí ïìÜäá
Á åëÜìâáíáí 30’ ðñéí ôçí ÷çìåéïèåñáðåßá êáé
ôéò äõï çìÝñåò áìéöïóôßíç 740 mg/m2 óå åíäï-
öëÝâéá ÷ïñÞãçóç. Ç áìéöïóôßíç ÷ïñçãåßôï óå
äéÜëõóç 100ml öõóéïëïãéêïý ïñïý åíôüò 15 ëå-
ðôþí ìå Ýëåã÷ï ôçò áñôçñéáêÞò ðßåóçò áíÜ 5
ëåðôÜ. Áêïëïýóå Ýã÷õóç ôçò ÷çìåéïèåñáðåßáò.30,31

ÅðéðëÝïí ïé áóèåíåßò Ýëáâáí ôçí êáèéåñùìÝíç
ðñïðáñáóêåõáóôéêÞ áãùãÞ ðñéí áðü ôç ÷ïñÞãç-
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óç ðáêëéôáîÝëçò (óéìåèéäßíç, äåîáìåèáæüíç, äé-
öáéíõäñáìßíç) êáèþò êáé ôçí åíäåéêíõüìåíç áíôéå-
ìåôéêÞ áãùãÞ (ïíôáíóåôñüíç). Åðß åíäåßîåùí ïé
áóèåíåßò Ýëáâáí áõîçôéêïýò áéìïðïéçôéêïýò ðá-
ñÜãïíôåò (G-CSF, rhuEpo).

Ðñéí áðü êÜèå êýêëï ÷çìåéïèåñáðåßáò Ýãéíáí
êëéíéêÞ åîÝôáóç êáé åñãáóôçñéáêüò Ýëåã÷ïò (áé-
ìáôïëïãéêüò êáé âéï÷çìéêüò). Ãéá áîéïëïëüãçóç
ôçò áíôáðüêñéóçò óôç èåñáðåßá ïé áóèåíåßò õðï-
âÜëïíôáí óå áðåéêïíéóôéêü Ýëåã÷ï ìå ÁîïíéêÞ
Ôïìïãñáößá Üíù-êÜôù êïéëßáò (ðñéí áðü ôçí Ýíáñ-
îç ôçò ÷çìåéïèåñáðåßáò, ìåôÜ ôïí 3ï êýêëï êáé
ìåôÜ ôïí 6ï êýêëï).

ÍåõñïëïãéêÞ åêôßìçóç:

Ðñéí áðü ôçí Ýíáñîç ôçò ÷çìåéïèåñáðåßáò êáé
Ýðåéôá áðü ôçí ïëïêëÞñùóç 6 ÷çìåéïèåñáðåõôé-
êþí êýêëùí Ýíáò íåõñïëüãïò, ï ïðïßïò äå ãíþ-
ñéæå óå ðïéá ïìÜäá áíÞêå ç êÜèå áóèåíÞò, ðñáã-
ìáôïðïßçóå êëéíéêÞ íåõñïëïãéêÞ åîÝôáóç êáé íåõ-
ñïöõóéïëïãéêÞ ìåëÝôç.

Ìå ôçí êëéíéêÞ íåõñïëïãéêÞ åîÝôáóç åêôéìÞ-
èçêáí ïé ôåíüíôéåò áíôáíáêëÜóåéò, ç ìõúêÞ éó÷ýò
êáé ç åðéðïëÞò áéóèçôéêüôçôá. Åðßóçò áîéïëïãÞ-
èçêáí ôá íåõñïðáèçôéêÜ óõìðôþìáôá (êñÜìðåò,
êáêïõ÷ßá, áéìùäßåò, êáõóáëãßá, äõóáéóèçóßá) ìå
ôç âïÞèåéá åíüò åñùôçìáôïëïãßïõ. Ç íåõñïôïîé-
êüôçôá âáèìïëïãÞèçêå óýìöùíá ìå ôá êáèéåñù-
ìÝíá êñéôÞñéá ôïõ National Cancer Institute.

ÊáôÜ ôç íåõñïöõóéïëïãéêÞ ìåëÝôç ìåôñÞèç-
êáí ôï åýñïò äõíáìéêïý êáé ç ôá÷ýôçôá áãùãéìü-
ôçôáò óå 7 ðåñéöåñéêÜ íåýñá, 4 áéóèçôéêÜ íåýñá
(ìÝóï, ùëÝíéï, êåñêéäéêü êáé ãáóôñïêíçìéáßï íåý-
ñï) êáé 3 êéíçôéêÜ íåýñá (ìÝóï, ùëÝíéï êáé êíç-
ìéáßï íåýñï).32-37 ¼ëåò ïé ìåôñÞóåéò Ýãéíáí óôï
äåîéü Üíù Þ êÜôù Üêñï. Ïé ôåëéêïß ëáíèÜíïíôåò
÷ñüíïé ìåôñÞèçêáí áðü ôï óçìåßï ôçò äéÝãåñóçò
ìÝ÷ñé ôçí Ýíáñîç ôçò áðÜíôçóçò êáé åêöñÜóôç-
êáí óå msec ìå áêñßâåéá 0,1msec. Ôï åýñïò äõ-
íáìéêïý ìåôñÞèçêå áðü êïñõöÞ óå êïñõöÞ ôùí
ðñïêëçôþí äõíáìéêþí ìå áêñßâåéá 0,1ìV ãéá ôá
êéíçôéêÜ íåýñá êáé 0,1mV ãéá ôá áéóèçôéêÜ íåýñá.
Ïé áðïóôÜóåéò ìåôñÞèçêáí óå mm. Ãéá ôçí åêôß-
ìçóç ôçò áãùãéìüôçôáò ôùí áéóèçôéêþí íåýñùí
ïé ìåôñÞóåéò Ýãéíáí áíÜìåóá óôçí êÜèïäï ôïõ
åñåèéóôÞ êáé óôï åíåñãü çëåêôñüäéï êáôáãñá-
öÞò. Ãéá ôçí åêôßìçóç ôçò áãùãéìüôçôáò ôùí êé-
íçôéêþí íåýñùí ïé ìåôñÞóåéò Ýãéíáí ìåôáîý ôùí
êáèüäùí ôùí äýï óçìåßùí åñåèéóìïý.

Ðñéí áðü ôçí åêôßìçóç ôçò ôá÷ýôçôáò áãùãé-
ìüôçôáò êáé ôïõ åýñïõò äõíáìéêïý êÜèå ðåñéöå-
ñéêïý íåýñïõ ìåôñÞèçêå ç èåñìïêñáóßá ôïõ äÝñ-

ìáôïò. Ç ìÝôñçóç áõôÞ ðñáãìáôïðïéÞèçêå ìå
áêñßâåéá 0,1 ïC. ÊÜèå åêôßìçóç íåõñïöõóéïëïãé-
êÞò ðáñáìÝôñïõ èåùñÞèçêå áîéüðéóôç ìå ôçí
ðñïûðüèåóç üôé ç èåñìïêñáóßá ôïõ äÝñìáôïò Þôáí
ôïõëÜ÷éóôïí 32 oC.37

Ç ìåëÝôç ôùí åðéìÝñïõò ðåñéöåñéêþí íåýñùí
Ýãéíå ùò åîÞò:
1) Á. Ç áéóèçôéêÞ ìåëÝôç ôïõ ìÝóïõ íåýñïõ Ýãé-

íå ìå áíôßäñïìç ìÝèïäï ìÝóù äéÝãåñóçò óôïí
êáñðü êáé êáôáãñáöÞò óôïí óýóôïé÷ï äåßêôç.
Â. Ç êéíçôéêÞ ìåëÝôç ôïõ ìÝóïõ íåýñïõ Ýãéíå
ìåôáîý áãêþíá êáé êáñðïý.

2) Á. Ç áéóèçôéêÞ ìåëÝôç ôïõ ùëåíßïõ íåýñïõ
Ýãéíå ìå áíôßäñïìç ìÝèïäï ìÝóù äéÝãåñóçò
óôïí êáñðü êáé êáôáãñáöÞò óôïí óýóôïé÷ï
ðÝìðôï äÜêôõëï.
Â. Ç êéíçôéêÞ ìåëÝôç ôïõ ùëåíßïõ íåýñïõ Ýãé-
íå ìåôáîý áãêþíá êáé êáñðïý.

3) Ç áéóèçôéêÞ ìåëÝôç ôïõ êåñêéäéêïý íåýñïõ Ýãéíå
ìå áíôßäñïìç ìÝèïäï ìÝóù äéÝãåñóçò óôçí
Ýîù åðéöÜíåéá ôïõ êáôùôÝñïõ ôñéôçìïñßïõ ôïõ
ðÞ÷åùò êáé êáôáãñáöÞò óôïí óýóôïé÷ï áíôß-
÷åéñá.

4) Ç áéóèçôéêÞ ìåëÝôç ôïõ ãáóôñïêíçìéáßïõ íåý-
ñïõ Ýãéíå ìå áíôßäñïìç ìÝèïäï ìÝóù äéÝãåñ-
óçò óôç ìåóüôçôá ôçò Ýîù åðéöÜíåéáò ôçò
ãáóôÝñáò ôïõ ãáóôñïêíçìßïõ ìõüò êáé êáôá-
ãñáöÞò êÜôù áðü ôï Ýîù óöõñü.

5) Ç êéíçôéêÞ ìåëÝôç ôïõ êíçìéáßïõ íåýñïõ Ýãéíå
ìåôáîý Ýóù óöõñïý êáé éãíõáêïý âüèñïõ.

ÓôáôéóôéêÞ áíÜëõóç

Ç óôáôéóôéêÞ óçìáíôéêüôçôá ôùí äåäïìÝíùí
ôùí áîéïëïãÞóåùí åêôéìÞèçêå ìå ôï t-test êáé ôç
äïêéìáóßá X2.

ÁðïôåëÝóìáôá

ÌåôñÞèçêáí 14 íåõñïöõóéïëïãéêÝò ðáñÜìå-
ôñïé (ôá÷ýôçôá áãùãéìüôçôáò óå 7 íåýñá êáé åý-
ñïò äõíáìéêïý óå 7 íåýñá), ôùí ïðïßùí ïé ôéìÝò
ðñéí áðü ôçí Ýíôáîç óôç ìåëÝôç êáé ýóôåñá áðü
ôçí ïëïêëÞñùóç 6 êýêëùí ÷çìåéïèåñáðåßáò ìðï-
ñïýóáí íá óõãêñéèïýí. Ìå ôçí êëéíéêÞ íåõñïëï-
ãéêÞ åîÝôáóç åêôéìÞèçêáí ïé ôåíüíôéåò áíôáíá-
êëÜóåéò, ç ìõúêÞ éó÷ýò êáé ç åðéðïëÞò áéóèçôéêü-
ôçôá êáèþò êáé ôá íåõñïðáèçôéêÜ óõìðôþìáôá
(êñÜìðåò, êáêïõ÷ßá, áéìùäßåò, êáõóáëãßá, äõóáé-
óèçóßá) ìå ôç âïÞèåéá åíüò åñùôçìáôïëïãßïõ.

Ç ìåëÝôç ôùí íåõñïöõóéïëïãéêþí ðáñáìÝôñùí
áðïêÜëõøå óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ ìåôáîý
ôùí äýï ïìÜäùí (p=0,0033). Óôçí ïìÜäá Á (÷ç-
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ìåéïèåñáðåßá óõí áìéöïóôßíç) äéáðéóôþèçêå åðé-
äåßíùóç óå 6 áðü ôéò 14 ðáñáìÝôñïõò (42,85%),
åíþ óôçí ïìÜäá Â (÷çìåéïèåñáðåßá ÷ùñßò áìéöï-
óôßíç) äéáðéóôþèçêå åðéäåßíùóç óå 13 áðü ôéò
14 ðáñáìÝôñïõò (92,85%). Ìå Üëëá ëüãéá ç åðé-
äåßíùóç Þôáí óôáôéóôéêÜ óçìáíôéêüôåñç óôçí
ïìÜäá Â Ôá áðïôåëÝóìáôá áõôÜ ðáñéóôÜíïíôáé
óôçí Åéêüíá 1.

Ïé Ðßíáêåò 1 êáé 2 äåß÷íïõí ôç ìÝóç ôéìÞ
êÜèå íåõñïöõóéïëïãéêÞò ðáñáìÝôñïõ ðñéí áðü
ôçí Ýíáñîç ôçò ÷çìåéïèåñáðåßáò êáé Ýðåéôá áðü
ôçí ïëïêëÞñùóç 6 ÷çìåéïèåñáðåõôéêþí êýêëùí.
Ïé ìÝóåò ôéìÝò óçìåéþíïíôáé îå÷ùñéóôÜ ãéá êÜèå
ðåñéöåñéêü íåýñï ôüóï óôçí ïìÜäá Á üóï êáé
óôçí ïìÜäá Â.

Ç êëéíéêÞ íåõñïôïîéêüôçôá åêôéìÞèçêå ÷ùñé-
óôÜ óå êÜèå ïìÜäá. Óôçí ïìÜäá Á (Í=10) ç íåõ-
ñïôïîéêüôçôá Þôáí âáèìïý 0 óå 6 áóèåíåßò, âáè-
ìïý 1 óå 3 áóèåíåßò êáé âáèìïý 2 óå ìßá áóèåíÞ.
Óôçí ïìÜäá Â (Í=8) ç íåõñïôïîéêüôçôá Þôáí
âáèìïý 1 óå 4 áóèåíåßò, âáèìïý 2 óå 3 áóèåíåßò
êáé âáèìïý 3 óå ìßá áóèåíÞ. Ôá áðïôåëÝóìáôá
áõôÜ öáßíïíôáé óôïí Ðßíáêá 3.

Ç áðïôåëåóìáôéêüôçôá ôçò ÷çìåéïèåñáðåßáò
äåí äéÝöåñå ìåôáîý ôùí äýï ïìÜäùí. Ç óõã÷ï-
ñÞãçóç GcSF Þ/êáé rhuEpo êáé óôéò äýï ïìÜäåò
áðÝôñåøå ôçí åêäÞëùóç óïâáñÞò áéìáôïëïãéêÞò
ôïîéêüôçôáò. Ùò åê ôïýôïõ êáíåßò ÷çìåéïèåñá-
ðåõôéêüò êýêëïò äå ÷ñåéÜóôçêå íá áíáâëçèåß. Óå
äýï ìÜëéóôá áóèåíåßò ôçò ïìÜäáò Á äå ÷ñåéÜóôç-
êå ÷ïñÞãçóç GcSF Þ rhuEpo, åðåéäÞ äåí äéáðé-
óôþèçêå áéìáôïëïãéêÞ ôïîéêüôçôá.

ÔÝëïò ç áìéöïóôßíç Ýãéíå ðïëý êáëÜ áíåêôÞ
÷ùñßò õðüôáóç Þ Üëëåò áîéïóçìåßùôåò áíåðéèý-
ìçôåò åíÝñãåéåò. Ìüíï ìßá áóèåíÞò ðáñïõóßáóå
äõóöïñßá êáé åñõèñüôçôá, ìå áðïôÝëåóìá ç ÷ï-

ñÞãçóç ôçò áìéöïóôßíçò íá äéáêïðåß ðñïóùñéíÜ.
Ç áìéöïóôßíç ÷ïñçãÞèçêå åê íÝïõ ýóôåñá áðü 5
ëåðôÜ, ÷ùñßò íá åêäçëùèïýí óõìðôþìáôá. Ðáñü-
ìïéï åðåéóüäéï äåí ðáñáôçñÞèçêå óôçí ßäéá Þ óå
Üëëç áóèåíÞ.

ÓõæÞôçóç

Ï ÷çìåéïèåñáðåõôéêüò óõíäõáóìüò ðáêëéôá-
îÝëçò êáé óéóðëáôßíçò ÷áñáêôçñßæåôáé áðü óïâá-
ñÞ íåõñïôïîéêüôçôá, ç ïðïßá ìðïñåß íá êáôáóôÞ-
óåé áíáãêáßá êáé ôç ìåßùóç ôçò äüóçò ôçò ÷ç-
ìåéïèåñáðåßáò7,16. Áíáóêüðçóç ôùí ðáèïöõóéï-
ëïãéêþí ìç÷áíéóìþí ðïõ õðüêåéíôáé áõôÞò ôçò
íåõñïôïîéêüôçôáò èá âñïýìå óôç âéâëéïãñá-
ößá1,2,9,13,16. ÅðéðëÝïí ìéá ìéêñÞ óåéñÜ ìåëåôþí
Ý÷åé áîéïëïãÞóåé ôçí åðéäåßíùóç ôùí íåõñïöõ-
óéïëïãéêþí ðáñáìÝôñùí ðïõ ïöåßëåôáé óôçí ðá-
êëéôáîÝëç, óôç óéóðëáôßíç Þ óôï óõíäõáóìü ôùí
äýï öáñìÜêùí10,38,39. Ïé ìåëÝôåò áõôÝò ìáñôõ-
ñïýí üôé ç íåõñïðÜèåéá ðïõ áðïäßäåôáé óôçí ðá-
êëéôáîÝëç êáé/Þ óôç óéóðëáôßíç åßíáé äïóïåîáñ-
ôþìåíç êáé ðñïóâÜëëåé êõñßùò ôá áéóèçôéêÜ íåý-
ñá ìå ÷áñáêôçñéóôéêü ãíþñéóìá ôç ìåßùóç ôïõ
åýñïõò äõíáìéêïý ôùí áéóèçôéêþí íåýñùí10,38.

Ç ðñüëçøç êáé ç áíôéìåôþðéóç ôçò íåõñïðÜ-
èåéáò áõôÞò ðïõ ïöåßëåôáé óôç ÷çìåéïèåñáðåßá
Ý÷ïõí ðñüóöáôá ãßíåé áíôéêåßìåíï éäéáßôåñïõ åí-
äéáöÝñïíôïò17,19.  Ðïéêßëá öÜñìáêá, óõìðåñéëáì-
âáíïìÝíùí ôùí óõìðëüêùí óêåõáóìÜôùí âéôáìß-
íçò Â êáé ôùí ôñéêõêëéêþí áíôéêáôáèëéðôéêþí,
Ý÷ïõí äïêéìáóôåß, áëëÜ ôá áðïôåëÝóìáôá äåí Þôáí
éêáíïðïéçôéêÜ.40 Áðü ôçí Üëëç ìåñéÜ Ý÷ïõí áíá-
ðôõ÷èåß äéÜöïñïé êõôôáñïðñïóôáôåõôéêïß ðáñÜ-
ãïíôåò ìå óêïðü ôçí ðñüëçøç ôçò íåõñïôïîéêü-
ôçôáò18,19. Ï óçìáíôéêüôåñïò ôÝôïéïò ðáñÜãïíôáò
åßíáé ç áìéöïóôßíç20.

Ôçí åðï÷Þ ðïõ ó÷åäéÜóôçêå ç ðáñïýóá ìåëÝ-
ôç (1996) ç áðïôåëåóìáôéêüôçôá ôçò áìéöïóôß-
íçò ùò íåõñïðñïóôáôåõôéêïý ðáñÜãïíôá åß÷å
áñ÷ßóåé íá áîéïëïãåßôáé óå êëéíéêÝò ìåëÝôåò. Ïé
Glover êáé óõí. áíôéìåôþðéóáí 36 áóèåíåßò ðïõ
Ýðáó÷áí áðü ìåôáóôáôéêü ìåëÜíùìá ìå õøçëÝò
äüóåéò óéóðëáôßíçò óõí áìéöïóôßíç êáé áíÝöåñáí
íåõñïðÜèåéá âáèìïý 1 Þ 2 óå 8 áóèåíåßò ìüíï.26

Ïé Mollman êáé óõí. åîÝôáóáí 69 áóèåíåßò ïé ïðïßïé
åëÜìâáíáí 6 äéáöïñåôéêïýò óõíäõáóìïýò ÷çìåéï-
èåñáðåõôéêþí öáñìÜêùí.27 Ïé 28 áðü ôïõò áóèå-
íåßò áõôïýò åëÜìâáíáí óéóðëáôßíç êáé áìéöïóôß-
íç êáé ðáñïõóßáóáí óçìáíôéêÜ ÷áìçëüôåñç óõ-
÷íüôçôá íåõñïðÜèåéáò óå óýãêñéóç ìå ôïõò õðï-
ëïßðïõò27. Óôç ìåëÝôç ôùí Kemp êáé óõí. 242Ó÷Þìá 1. Åðéäåßíùóç ôùí íåõñïöõóéïëïãéêþí
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Ðßíáêáò 1. ÌåôáâïëÝò óôéò ôéìÝò ôùí íåõñïöõóéïëïãéêþí ðáñáìÝôñùí óôçí ïìÜäá A (N=10)

áéóèçôéêÜ íåýñá

ÍåõñïöõóéïëïãéêÞ ðáñÜìåôñïò áñ÷éêÞ ìÝóç ôéìÞ ôåëéêÞ ìÝóç ôéìÞ ôéìÞ ôïõ p

åýñïò äõíáìéêïý ãáóôñïêíçìéáßïõ í. 4,53 ± 4,8 ìV 2,56 ±3,5 ìV 0,053
ôá÷ýôçôá áãùãéìüôçôáò ãáóôñïêíçìéáßïõ í. 21,55 ± 22,8 m/sec 18,13 ±19,27 m/sec 0,07
åýñïò äõíáìéêïý ìÝóïõ í. 26,8 ± 17,9 ìV 13,85 ±7,83 ìV 0,021*
ôá÷ýôçôá áãùãéìüôçôáò ìÝóïõ í. 49,5 ± 4,1 m/sec 45,8 ±5,8 m/sec 0,044*
åýñïò äõíáìéêïý ùëåíßïõ í. 21,2 ± 13,5 ìV 11,0 ±8,2 ìV 0,012*
ôá÷ýôçôá áãùãéìüôçôáò ùëåíßïõ í. 51,0 ± 3,8 m/sec 44,4 ±3,3 m/sec 0,0019*
åýñïò äõíáìéêïý êåñêéäéêïý í. 9,3 ± 4,0 ìV 7,0 ±2,9 ìV 0,13
ôá÷ýôçôá áãùãéìüôçôáò êåñêéäéêïý í. 50,7 ± 4 m/sec 49,0 ± 4,7 m/sec 0,32

êéíçôéêÜ íåýñá
ÍåõñïöõóéïëïãéêÞ ðáñÜìåôñïò áñ÷éêÞ ìÝóç ôéìÞ ôåëéêÞ ìÝóç ôéìÞ ôéìÞ ôïõ p

åýñïò äõíáìéêïý ìÝóïõ í. 13,5 ± 3,6 mV 13,8 ± 4,1 mV 0,69
ôá÷ýôçôá áãùãéìüôçôáò ìÝóïõ í. 56,3 ± 5,3 m/sec 54,2 ± 5,1 m/sec 0,13
åýñïò äõíáìéêïý ùëåíßïõ í. 12,8 ± 4,2 mV 12,4 ± 2,6 mV 0,64
ôá÷ýôçôá áãùãéìüôçôáò ùëåíßïõ í. 65,3 ± 6,3 m/sec 59,5 ± 7,2 m/sec 0,029*
åýñïò äõíáìéêïý êíçìéáßïõ í. 14,9 ± 6,1 mV 13,1 ± 5,6 mV 0,027*
ôá÷ýôçôá áãùãéìüôçôáò êíçìéáßïõ í. 42,13 ± 4,4 m/sec 43,0 ± 4,7 m/sec 0,37

* Ï áóôåñßóêïò õðïäçëþíåé óôáôéóôéêþò óçìáíôéêÞ äéáöïñÜ.

Ðßíáêáò 3. Âáèìüò íåõñïôïîéêüôçôáò óôéò äýï ïìÜäåò

ÏìÜäá/Âáèìüò Âáèìüò 0 Âáèìüò 1 Âáèìüò 2 Âáèìüò 3

ÏìÜäá A 6 áóèåíåßò 3 áóèåíåßò 1 áóèåíÞò 0 áóèåíåßò
(N=10)

ÏìÜäá B 0 áóèåíåßò 4 áóèåíåßò 3 áóèåíåßò 1 áóèåíÞò
(N=8)

(p=0,045)

Ðßíáêáò 2. ÌåôáâïëÝò óôéò ôéìÝò ôùí íåõñïöõóéïëïãéêþí ðáñáìÝôñùí óôçí ïìÜäá Â (N=8)

áéóèçôéêÜ íåýñá

ÍåõñïöõóéïëïãéêÞ ðáñÜìåôñïò áñ÷éêÞ ìÝóç ôéìÞ ôåëéêÞ ìÝóç ôéìÞ ôéìÞ ôïõ p

åýñïò äõíáìéêïý ãáóôñïêíçìéáßïõ í. 7,4 ± 1,9 ìV 0,75 ± 1,8 ìV 0,01*
ôá÷ýôçôá áãùãéìüôçôáò ãáóôñïêíçìéáßïõ í. 41,8 ± 2,7 m/sec 34,4 ± 4 m/sec 0,0007*
åýñïò äõíáìéêïý ìÝóïõ í. 36,5 ± 20 ìV 23,0 ± 18,8 ìV 0,03*
ôá÷ýôçôá áãùãéìüôçôáò ìÝóïõ í. 51,1 ± 5,7 m/sec 42,9 ± 6,1 m/sec 0,009*
åýñïò äõíáìéêïý ùëåíßïõ í. 30,3 ± 15 ìV 15,8 ± 16,8 ìV 0,01*
ôá÷ýôçôá áãùãéìüôçôáò ùëåíßïõ í. 50,3 ± 7 m/sec 39,9 ± 7,6 m/sec 0,008*
åýñïò äõíáìéêïý êåñêéäéêïý í. 12,16 ± 3,6 ìV 6,8 ± 2,2 ìV 0,012*
ôá÷ýôçôá áãùãéìüôçôáò êåñêéäéêïý í. 55 ± 2,7 m/sec 45,7 ± 2,4 m/sec 0,0025*

êéíçôéêÜ íåýñá
ÍåõñïöõóéïëïãéêÞ ðáñÜìåôñïò áñ÷éêÞ ìÝóç ôéìÞ ôåëéêÞ ìÝóç ôéìÞ ôéìÞ ôïõ p

åýñïò äõíáìéêïý ìÝóïõ í. 12,5 ± 2,5 mV 9,3 ± 1,9 mV 0,0005*
ôá÷ýôçôá áãùãéìüôçôáò ìÝóïõ í. 56,3 ± 3,5 m/sec 52,6 ± 4,4 m/sec 0,04*
åýñïò äõíáìéêïý ùëåíßïõ í. 12,3 ± 0,9 mV 9,7 ± 1,9 mV 0,047*
ôá÷ýôçôá áãùãéìüôçôáò ùëåíßïõ í. 67,6 ± 5,5 m/sec 59,9 ± 5,8 m/sec 0,01*
åýñïò äõíáìéêïý êíçìéáßïõ í. 16,7 ± 7,5 mV 14,4 ± 7,1 mV 0,07
ôá÷ýôçôá áãùãéìüôçôáò êíçìéáßïõ í. 52,7 ± 10,2 m/sec 41,8 ± 6,5 m/sec 0,002*

* Ï áóôåñßóêïò õðïäçëþíåé óôáôéóôéêþò óçìáíôéêÞ äéáöïñÜ.
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áóèåíåßò ìå ðñï÷ùñçìÝíï êáñêßíï ôùí ùïèçêþí
ôõ÷áéïðïéÞèçêáí ìåôáîý äýï ïìÜäùí: óôç ìßá
ïìÜäá ÷ïñçãÞèçêå ÷çìåéïèåñáðåßá ìå êõêëïöù-
óöáìßäç êáé óéóðëáôßíç óå óõíäõáóìü ìå áìéöï-
óôßíç, åíþ óôçí Üëëç ïìÜäá ÷ïñçãÞèçêå ôï ßäéï
÷çìåéïèåñáðåõôéêü ó÷Þìá ÷ùñßò áìéöïóôßíç28.
Óôçí ïìÜäá ôùí áóèåíþí óôïõò ïðïßïõò ÷ïñç-
ãÞèçêå áìéöïóôßíç óçìåéþèçêå óôáôéóôéêÜ óçìá-
íôéêÞ ìåßùóç ôçò êëéíéêÜ Ýêäçëçò íåõñïðÜèåéáò28.
Åðßóçò ïé Schiller êáé óõí. áíôéìåôþðéóáí 25 áóèå-
íåßò ðïõ Ýðáó÷áí áðü ìç ìéêñïêõôôáñéêü êáñêß-
íï ðíåýìïíïò óôáäßïõ IV ìå óéóðëáôßíç, âéíâëá-
óôßíç êáé áìéöïóôßíç29.  Ïé åñåõíçôÝò áíÝöåñáí
íåõñïôïîéêüôçôá âáèìïý 3 ìüíï óå 7 áóèåíåßò
(28%), ðáñÜ ôéò õøçëÝò äüóåéò ôçò óéóðëáôßíçò29.
Ùóôüóï óôéò ìåëÝôåò ðïõ áíáöÝñèçêáí ç åêôßìç-
óç ôçò íåõñïðÜèåéáò Ýãéíå ìüíï ìå êëéíéêÜ êñé-
ôÞñéá (áíôéêåéìåíéêÜ íåõñïëïãéêÜ óçìåßá êáé õðï-
êåéìåíéêÜ óõìðôþìáôá) ÷ùñßò åðéâåâáßùóç ìå íåõ-
ñïöõóéïëïãéêÞ ìåëÝôç.

Ç ðáñïýóá ìåëÝôç åðé÷åéñåß íá áîéïëïãÞóåé
ðåñáéôÝñù ôçí áðïôåëåóìáôéêüôçôá ôçò áìéöï-
óôßíçò ùò íåõñïðñïóôáôåõôéêïý ðáñÜãïíôá. Ç
áîéïëüãçóç ôçò íåõñïôïîéêüôçôáò Ýãéíå ü÷é ìüíï
ìå êëéíéêÞ åîÝôáóç (íåõñïëïãéêÜ óçìåßá êáé íåõ-
ñïðáèçôéêÜ óõìðôþìáôá), áëëÜ êáé ìå íåõñïöõ-
óéïëïãéêÞ ìåëÝôç, óôçí ïðïßá óõìðåñéåëÞöèçóáí
7 ðåñéöåñéêÜ íåýñá. ¸ðåéôá áðü ôïí 6ï êýêëï ç
åðéäåßíùóç ôùí íåõñïöõóéïëïãéêþí ðáñáìÝôñùí
Þôáí óôáôéóôéêÜ óçìáíôéêÜ óïâáñüôåñç (p=0,003)
óôçí ïìÜäá Â. Ç êëéíéêÜ Ýêäçëç íåõñïðÜèåéá Þôáí
åðßóçò âáñýôåñç (p=0,045) óôçí ïìÜäá Â ìåôÜ
ôïí 6ï êýêëï ÷çìåéïèåñáðåßáò.

Ôá áðïôåëÝóìáôá áõôÜ õðïóôçñßæïõí ðñïç-
ãïýìåíåò ìåëÝôåò ðïõ Ýäåéîáí áðïôåëåóìáôéêü-
ôçôá ôçò áìéöïóôßíçò ùò íåõñïðñïóôáôåõôéêïý
ðáñÜãïíôá. Ç ìåëÝôç áõôÞ Þôáí ôõ÷áéïðïéçìÝíç,
þóôå ç ïöåéëüìåíç óôç ÷çìåéïèåñáðåßá íåõñï-
ôïîéêüôçôá íá ìðïñåß íá óõãêñéèåß áíÜìåóá óôéò
áóèåíåßò óôéò ïðïßåò ÷ïñçãÞèçêå áìéöïóôßíç êáé
óå åêåßíåò óôéò ïðïßåò äåí ÷ïñçãÞèçêå. Èåôéêü
åðßóçò óôïé÷åßá ôçò ìåëÝôçò åßíáé ôï ãåãïíüò
üôé ï íåõñïëüãïò äå ãíþñéæå óå ðïéáí ïìÜäá
áíÞêå êÜèå áóèåíÞò êáé üôé, ç åêôßìçóç ôçò íåõ-
ñïôïîéêüôçôáò Þôáí ðëÞñçò, êáè´ üôé óõìðåñéå-
ëÜìâáíå êëéíéêÝò êáé íåõñïöõóéïëïãéêÝò ðáñáìÝ-
ôñïõò. Ùóôüóï ùöåßëïõìå íá ïìïëïãÞóïõìå üôé
ï ìéêñüò áñéèìüò ôùí áóèåíþí ôçò ìåëÝôçò ìáò
åîáóèåíåß ôçí éó÷ý ôùí åõñçìÜôùí.

ÊáôÜ ôç äéÜñêåéá äéåîáãùãÞò áõôÞò ôçò ìåëÝ-
ôçò ïé DiPaola êáé óõí. äçìïóßåõóáí ìéá ìåëÝôç
êáôÜ ôçí ïðïßá ç íåõñïðñïóôáôåõôéêÞ äñÜóç ôçò
áìéöïóôßíçò áîéïëïãÞèçêå åðß 22 áóèåíþí ìå

ðñï÷ùñçìÝíç êáêïÞèç íüóï, óôïõò ïðïßïõò ÷ï-
ñçãÞèçêáí õøçëÝò, áõîáíüìåíåò êëéìáêùôÜ äü-
óåéò ðáêëéôáîÝëçò41.  Óôç ìåëÝôç áõôÞí ç íåõñï-
ôïîéêüôçôá, áîéïëïãïýìåíç óýìöùíá ìå ôá êñé-
ôÞñéá ôïõ National Cancer Institute, âñÝèçêå ëé-
ãüôåñç óå óýãêñéóç ìå áðïôåëÝóìáôá áðü ðñïç-
ãïýìåíåò ìåëÝôåò3,38, óôéò ïðïßåò åß÷áí ÷ïñçãç-
èåß ïé ßäéåò äüóåéò ðáêëéôáîÝëçò ÷ùñßò áìéöïóôß-
íç41.  Óôçí ßäéá ìåëÝôç Ýãéíå êáé íåõñïöõóéïëïãé-
êÞ åêôßìçóç ôïõ ðåñïíéáßïõ êáé ôïõ ãáóôñïêíç-
ìéáßïõ íåýñïõ óå 7 áóèåíåßò41. Ç ìÝóç ìåßùóç
ôïõ åýñïõò äõíáìéêïý ôïõ ãáóôñïêíçìéáßïõ íåý-
ñïõ Þôáí óçìáíôéêÜ ëéãüôåñç óå óýãêñéóç ìå ôç
ìåßùóç óå äýï áóèåíåßò ìéáò ðñïçãïýìåíçò ìå-
ëÝôçò öÜóçò É, ç ïðïßá åß÷å ó÷åäéáóôåß ìå óêïðü
ôçí åêôßìçóç ôçò ôïîéêüôçôáò ôçò ðáêëéôáîÝëçò38

Ïé åñåõíçôÝò óõìðÝñáíáí41 üôé ç íåõñïôïîéêüôç-
ôá (åêôéìþìåíç ìå êëéíéêÜ êáé íåõñïöõóéïëïãéêÜ
êñéôÞñéá) óôïõò áóèåíåßò ðïõ Ýëáâáí áìéöïóôßíç
Þôáí ÷áìçëüôåñç ôçò áíáìåíüìåíçò äß÷ùò áìé-
öïóôßíç3,38. Ç ìåëÝôç ôùí DiPaola êáé óõí. åðßóçò
åðéâåâáéþíåé ôçí áðïôåëåóìáôéêüôçôá ôçò áìé-
öïóôßíçò ùò íåõñïðñïóôáôåõôéêïý ðáñÜãïíôá41.
Ç ìåëÝôç áõôÞ üìùò äåí Þôáí ôõ÷áéïðïéçìÝíç
åíþ ï íåõñïöõóéïëïãéêüò Ýëåã÷ïò Ýãéíå ìüíï óå
7 áóèåíåßò êáé ðåñéïñßóôçêå óå 2 ðåñéöåñéêÜ
íåýñá41.

Óôéò ðåñéóóüôåñåò ìåëÝôåò ðïõ áîéïëüãçóáí
ôçí åðéäåßíùóç óôéò íåõñïöõóéïëïãéêÝò ðáñáìÝ-
ôñïõò ëüãù ðáêëéôáîÝëçò êáé/Þ óéóðëáôßíçò ç
íåõñïðÜèåéá Ý÷åé ðåñéãñáöåß ùò êõñßùò áéóèçôé-
êÞ ìå åëÜ÷éóôç Þ êáèüëïõ ðñïóâïëÞ ôùí êéíçôé-
êþí íåýñùí10,39. Ùóôüóï ïé Sarosy êáé óõí. óå
ìéá ëåðôïìåñÝóôåñç ìåëÝôç 8 ðåñéöåñéêþí íåý-
ñùí (4 êéíçôéêþí êáé 4 áéóèçôéêþí) åðß äýï áóèå-
íþí, óôéò ïðïßåò ÷ïñçãÞèçêå ðáêëéôáîÝëç óå
24ùñç Ýã÷õóç, âñÞêáí áéóèçôéêÞ íåõñïðÜèåéá óôç
ìßá áóèåíÞ êáé ìåéêôÞ (áéóèçôéêïêéíçôéêÞ) íåõñï-
ðÜèåéá óôçí Üëëç áóèåíÞ38.  Óôç äéêÞ ìáò ìåëÝôç
ç íåõñïðÜèåéá (ýóôåñá áðü 6 êýêëïõò ÷çìåéïèå-
ñáðåßáò) Þôáí åðßóçò ìåéêôÞ. Áõôü éó÷ýåé éäéáßôå-
ñá ãéá ôéò áóèåíåßò ôçò ïìÜäáò Â (÷ùñßò áìéöï-
óôßíç), óôéò ïðïßåò äéáðéóôþèçêå óçìáíôéêÞ ðñï-
óâïëÞ ôüóï ôùí áéóèçôéêþí üóï êáé ôùí êéíçôé-
êþí íåýñùí (Ðßíáêáò 2). Êáé óôçí ïìÜäá Á (ìå
÷ïñÞãçóç áìéöïóôßíçò) ç íåõñïðÜèåéá Þôáí ìåé-
êôÞ, áëëÜ ç åðéäåßíùóç ôùí íåõñïöõóéïëïãéêþí
ðáñáìÝôñùí Þôáí ðéï Ýêäçëç óôá áéóèçôéêÜ íåý-
ñá áð´ü,ôé óôá êéíçôéêÜ íåýñá (Ðßíáêáò 1). Óôçí
Üëëç ìåëÝôç óôçí ïðïßá ãéá ôçí áîéïëüãçóç ôçò
íåõñïðñïóôáôåõôéêÞò äñÜóçò ôçò áìéöïóôßíçò
÷ñçóéìïðïéÞèçêáí íåõñïöõóéïëïãéêÜ êñéôÞñéá
äéáðéóôþèçêå üôé ç íåõñïðÜèåéá Þôáí áéóèçôé-
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êÞ41. Óôç ìåëÝôç åêåßíç üìùò ç íåõñïöõóéïëïãé-
êÞ åêôßìçóç ðåñéïñßóôçêå óå äýï íåýñá (Ýíá áé-
óèçôéêü êáé Ýíá êéíçôéêü) åðß 7 ìüíï áóèåíþí êáé
Þôáí ó÷åôéêÜ ðñþéìç (Ýãéíå ìåôÜ ôïí 3ï êýêëï
÷çìåéïèåñáðåßáò)41. Öáßíåôáé ðùò ôá óõìðåñÜ-
óìáôá ó÷åôéêÜ ìå ôç öýóç ôçò íåõñïðÜèåéáò åðç-
ñåÜæïíôáé áðü ðïéêßëïõò ðáñÜãïíôåò, üðùò ï
áñéèìüò ôùí åîåôáæïìÝíùí ðåñéöåñéêþí íåýñùí,
ï áñéèìüò ôùí ÷ïñçãïõìÝíùí êýêëùí ÷çìåéïèå-
ñáðåßáò, ï áñéèìüò ôùí óõìðåñéëáìâáíïìÝíùí
áóèåíþí, ç äüóç ôçò ÷çìåéïèåñáðåßáò Þ áêüìá
êáé ç ÷ñïíéêÞ äéÜñêåéá ôçò Ýã÷õóçò ðáêëéôáîÝ-
ëçò (24ùñç óôç ìåëÝôç ôùí Sarosy êáé óõí, 3ùñç
óå Üëëåò). ÐåñáéôÝñù ìåëÝôåò ðïõ èá ÷ñçóéìï-
ðïéÞóïõí ëåðôïìåñÞ íåõñïöõóéïëïãéêÞ åêôßìçóç
óå ìåãÜëï áñéèìü áóèåíþí èá ìðïñÝóïõí íá
êáèïñßóïõí ôçí áêñéâÞ öýóç áõôÞò ôçò íåõñïðÜ-
èåéáò.

¸íá æÞôçìá ôï ïðïßï ðéóôåýïõìå üôé ÷ñåéÜ-
æåôáé ðåñáéôÝñù åðéâåâáßùóç åßíáé ç èåùñïýìå-
íç åêëåêôéêüôçôá ôçò ðñïêáëïýìåíçò áðü ôç
÷çìåéïèåñáðåßá íåõñïðÜèåéáò. ÓõãêåêñéìÝíá èåù-
ñåßôáé ðùò ç íåõñïðÜèåéá áõôÞ óõíßóôáôáé óå
åêëåêôéêÞ åêöýëéóç ôïõ íåõñÜîïíá, üðùò ìáñ-
ôõñåß ç ìåßùóç ôïõ åýñïõò äõíáìéêïý ôùí åîå-
ôáæïìÝíùí íåýñùí. ÐñÜãìáôé ïé ìÝ÷ñé ôþñá ìå-
ëÝôåò óõìöùíïýí üôé ç ÷çìåéïèåñáðåßá ðñïêá-
ëåß ìåßùóç ôïõ åýñïõò äõíáìéêïý, åíþ ç ôá÷ý-
ôçôá áãùãéìüôçôáò ðáñáâëÜðôåôáé åëÜ÷é-
óôá10,38,39,41. Ç ðáñáôÞñçóç áõôÞ ïäÞãçóå óôï
óõìðÝñáóìá üôé ç íåõñïðÜèåéá ïöåßëåôáé óå
åêöýëéóç ôïõ íåõñÜîïíá ÷ùñßò áðïìõåëßíùóç.
Ùóôüóï óôçí ðáñïýóá ìåëÝôç äéáðéóôþèçêå
åðéäåßíùóç êáé ôïõ åýñïõò äõíáìéêïý êáé ôçò
ôá÷ýôçôáò áãùãéìüôçôáò. Ìßá åîÞãçóç ðïõ ìðï-
ñïýìå íá ðñïôåßíïõìå åßíáé üôé ç ìåßùóç ôïõ
åýñïõò äõíáìéêïý (ëüãù åêöýëéóçò ôïõ íåõñÜ-
îïíá) óõìâáßíåé ðñùéìüôåñá, åíþ ç ìåßùóç ôçò
ôá÷ýôçôáò áãùãéìüôçôáò (ëüãù áðïìõåëßíùóçò)
åðÝñ÷åôáé óôçí ðïñåßá ôùí êýêëùí ÷çìåéïèåñá-
ðåßáò. Ç õðüèåóç áõôÞ ìðïñåß íá åîçãÞóåé ôç
äéáöïñÜ áíÜìåóá óôá äéêÜ ìáò åõñÞìáôá êáé

ó´åêåßíá ôùí DiPaola êáé óõí41. Õðåíèõìßæïõìå
üôé ç åêôßìçóç ôçò íåõñïôïîéêüôçôáò Ýãéíå Ýðåéôá
áðü 6 êýêëïõò ÷çìåéïèåñáðåßáò óôçí ðáñïýóá
ìåëÝôç, åíþ Þôáí ðñùéìüôåñç (ìåôÜ ôïí 3ï êý-
êëï) óôç ìåëÝôç ôùí DiPaola êáé óõí41.  ÐÜíôùò
êáé ç õðüèåóç áõôÞ äåí ìðïñåß íá åîçãÞóåé ôç
äéáöïñÜ áíÜìåóá óôá äéêÜ ìáò áðïôåëÝóìáôá
êáé ó’ åêåßíá ôùí ðñïçãïõìÝíùí ìåëåôþí.

ÄéÜöïñåò ìåëÝôåò Ý÷ïõí äéáðéóôþóåé üôé ç
êëéíéêÞ áíôéêáñêéíéêÞ äñÜóç äéáôçñåßôáé ìå ôç
÷ïñÞãçóç áìéöïóôßíçò24,28,44. Ðáñüìïéá Þôáí êáé
ç äéêÞ ìáò åìðåéñßá ìå ßäéá ôá ðïóïóôÜ áíôáðü-
êñéóçò ôçò íüóïõ êáé óôéò äõï ïìÜäåò.

ÔÝëïò ç áìéöïóôßíç ãåíéêÜ áíáöÝñåôáé ðùò
ãßíåôáé ðïëý êáëÜ áíåêôÞ, ÷ùñßò ìüíéìåò áíåðé-
èýìçôåò åíÝñãåéåò24,28,30. Êáé óôç äéêÞ ìáò ìåëÝ-
ôç ç áìéöïóôßíç Þôáí ðïëý êáëÜ áíåêôÞ. Óå ìßá
ìüíï áóèåíÞ ðáñïõóéÜóôçêå äõóöïñßá êáé åñõ-
èñüôçôá ÷ùñßò õðüôáóç, ìå áðïôÝëåóìá ç ÷ïñÞ-
ãçóç ôçò áìéöïóôßíçò íá äéáêïðåß ðñïóùñéíÜ. Ç
áìéöïóôßíç ÷ïñçãÞèçêå åê íÝïõ ýóôåñá áðü 5
ëåðôÜ ÷ùñßò åêäÞëùóç óõìðôùìÜôùí.

ÓõìðåñáóìáôéêÜ, ç ðáñïýóá ôõ÷áéïðïéçìÝíç
ìåëÝôç äéåñåýíçóå ôçí åðßäñáóç ôçò áìéöïóôß-
íçò óôç ìåßùóç ôçò íåõñïôïîéêüôçôáò ðïõ ðñï-
êáëåßôáé áðü ôï ÷çìåéïèåñáðåõôéêü óõíäõáóìü
ðáêëéôáîÝëçò êáé óéóðëáôßíçò óå ãõíáßêåò ìå
ðñï÷ùñçìÝíï êáñêßíùìá ùïèçêþí. Ôá áðïôåëÝ-
óìáôÜ, ìå ôïí ðåñéïñéóìü ôïõ ìéêñïý áñéèìïý
áóèåíþí, óõíçãïñïýí üôé ç óõã÷ïñÞãçóç áìéöï-
óôßíçò ìðïñåß äõíçôéêÜ íá ìåéþóåé ôçí íåõñïôï-
îéêüôçôá ôïõ óõíäõáóìïý ðáêëéôáîÝëçò êáé óé-
óðëáôßíçò óå ãõíáßêåò ìå êáñêßíùìá ùïèçêþí,
åýñçìá ðïõ ÷ñÞæåé åðéâåâáßùóçò óå ìåãÜëõôåñç
ðïëõêåíôñéêÞ ìåëÝôç.

Åõ÷áñéóôßåò:

Ïé óõããñáöåßò åðéèõìïýí íá åõ÷áñéóôÞóïõí
ôïí  Dr. N. EëåõèåñéÜäç ãéá ôç óôáôéóôéêÞ áíÜëõ-
óç.

ABSTRACT

PARASKEVOPOULOS P.S., PAPANAS Í., ILIADES I., ILIOPOULOS P., MAVROMATIS J.,
MYLONAS J. Assessment of amifostine as a neuroprotective a agent in chemother-
apy with paclitaxel plus cisplatin.

We assessed amifostine for nephroprotective efficacy in 18 patients with ovarian carcinoma
FIGO stage III or IV. In group A (10 patients) amifostine was administered at a dose of 740 mg/
m2 before paclitaxel infusion (135 mg/m2) on the first day and, at the same dose, before
cisplatin infusion (80 mg/m2) on the second day of chemotherapy. In group B (8 patients) the
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same chemotherapeutic protocol was followed without administration of amifostine. In all pa-
tients clinical neurological examination and nerve conduction studies were performed by a
neurologist blinded to the randomization. Both clinical neurologic examination and nerve con-
duction studies were performed before start of chemotherapy and after completion of six
chemotherapeutic cycles. Neurotoxicity was found more severe in group B in comparison to
group A(p=0,045) as was also the deterioration of nerve conduction parameters (p=0,0033).
Finally, amifostine was well tolerated. Our results, in this small cohort of patients, suggest that
amifostine may potentially reduce neurotoxicity induced by the chemotherapeutic combination
of paclitaxel and cisplatin. This finding warrants further investigation in larger scale trials. Key
words: Amifostine; Cisplatin; Neurotoxicity; Ovarian carcinoma; Paclitaxe. Forum of Clinical
Oncology 1 (2):139-147 2002.
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ÅÉÄÉÊO ÁÑÈÑO

Káñêßíïò óôïìÜ÷ïõ: ÷åéñïõñãéêÜ åñùôÞìáôá

Ä.Ç. Ñïýêïò

ÐÅÑIËÇØÇ
Ç ÷åéñïõñãéêÞ ðëÞñçò áöáßñåóç ôïõ ðñùôïðáèïýò üãêïõ -èåñáðåõôéêÞ (R0) åêôïìÞ- ðáñá-
ìÝíåé áíáìößâïëá ç èåñáðåßá åêëïãÞò óôïí êáñêßíï ôïõ óôïìÜ÷ïõ. ¼ìùò ç Ýêôáóç áõôÞò
ôçò ÷åéñïõñãéêÞò åðÝìâáóçò –ðåñéïñéóìÝíç Þ åêôåôáìÝíç- êáèþò êáé ç áðïôåëåóìáôéêüôç-
ôá ôçò óõìðëçñùìáôéêÞò áãùãÞò –÷çìåéïèåñáðåßá, áêôéíïèåñáðåßá- ðñéí Þ ìåôÜ ôçí ÷åé-
ñïõñãéêÞ åðÝìâáóç äåí Ý÷ïõí áêüìç êáèïñéóôåß. Óõæçôþíôáò ôá áíôéêñïõüìåíá áðïôåëÝ-
óìáôá ðñïóåããßæïõìå ôï ðñüâëçìá ôçò “éäáíéêÞò” áíôéìåôþðéóçò ôïõ êáñêßíïõ ôïõ óôïìÜ-
÷ïõ êáèþò êáé ôï åÜí ç óýã÷ñïíç ôÜóç ðñïò ìéá åîáôïìéêåõìÝíç èåñáðåõôéêÞ óôñáôçãéêÞ
ðñïóáíáôïëéóìÝíç óôï óôÜäéï ôçò íüóïõ ìðïñåß íá âåëôéþóåé ôüóï ôçí åðéâßùóç üóï êáé
ôçí ðïéüôçôá æùÞò. ËÝîåéò êëåéäéÜ: êáñêßíïò óôïìÜ÷ïõ, åêôåôáìÝíç (D2), ðåñéïñéóìÝíç
(D1) ëåìöáäåíåêôïìÞ, íïóçñüôçôá, èíçôüôçôá, åðéâßùóç, ðïéüôçôá æùÞò. ÂÞìá ÊëéíéêÞò
Ïãêïëïãßáò 2002, 1 (2):148-150.

Ï êáñêßíïò ôïõ óôïìÜ÷ïõ ìåéþíåôáé äéáñêþò,
ðáãêïóìßùò üìùò ðáñáìÝíåé ç äåýôåñç áéôßá
èáíÜôïõ áðü êáêïÞèåéá. Ìå êñéôÞñéï ôï ðïóïóôü
5-åôïýò åðéâßùóçò (5Å) äéáðéóôþíåôáé üôé ìéêñÞ
ðñüïäïò Ý÷åé óçìåéùèåß óôéò ÇÐÁ êáé óôç Äýóç
ãåíéêüôåñá (5E: 22%: www.cancer.org, cancer st-
atistics 2002). Áíôßèåôá, óôçí Éáðùíßá ôï áíôß-
óôïé÷ï ðïóïóôü áõîÜíåôáé êáé ðñüóöáôåò áíáöï-
ñÝò äåéêíýïõí 5Å ìåôáîý 50% - 60%1.

Ðùò ìðïñåß íá âåëôéùèåß êáé óôç Äýóç ç
ðñüãíùóç ôïõ êáñêßíïõ ôïõ óôïìÜ÷ïõ;

Ç ðñþéìç áíß÷íåõóç ìÝóù ðñïãñáììÜôùí sc-
reening êáé ç äéáöïñåôéêÞ ÷åéñïõñãéêÞ áíôéìåôþ-
ðéóç åîçãïýí ôéò óçìáíôéêÝò äéáöïñÝò óôçí ðñü-
ãíùóç ôçò íüóïõ ìåôáîý Éáðùíßáò êáé Äýóåùò.
Ìüíï 40%2 Ýùò 70% ôùí áóèåíþí óôï äõôéêü
êüóìï1 Ýíáíôé 85% óôçí Éáðùíßá3 óôç äéÜãíùóç

Ý÷ïõí åíôïðéóìÝíç íüóï ðïõ åðéôñÝðåé ôçí ÷åé-
ñïõñãéêÞ èåñáðåõôéêÞ áöáßñåóç ôïõ üãêïõ. Ç
óýãêñéóç ôùí áðïôåëåóìÜôùí 5Å êáôÜ óôÜäéá ôçò
íüóïõ áðïäåéêíýåé üìùò êáé ôçí õðåñï÷Þ ôùí
éáðùíéêþí áðïôåëåóìÜôùí ðïõ ðñÝðåé íá áðïäï-
èåß ìÜëëïí óôçí åêôåôáìÝíç (D2) ëåìöáäåíåêôï-
ìÞ áöïý ç óõìðëçñùìáôéêÞ áãùãÞ åßíáé ðáñü-
ìïéá..

Ç èåñáðåõôéêÞ ÷åéñïõñãéêÞ åðÝìâáóç - ç ðëÞ-
ñçò áöáßñåóç ôïõ ðñùôïðáèïýò ãáóôñéêïý üãêïõ,
R0 åêôïìÞ- åßíáé áíáìößâïëá ç èåñáðåßá åêëï-
ãÞò êáé ç ìüíç ìïñöÞ áíôéìåôþðéóçò éêáíÞ íá
ïäçãÞóåé óå ìáêñï÷ñüíéá åðéâßùóç. ÁëëÜ ìÝ÷ñé
ôþñá, ôüóï ç Ýêôáóç áõôÞò ôçò ÷åéñïõñãéêÞò
åðÝìâáóçò üóï êáé ç óõìðëçñùìáôéêÞ áãùãÞ äåí
Ý÷ïõí êáèïñéóôåß.

Ç óõíÞèçò ðñáêôéêÞ ðïõ áêïëïõèåßôáé óÞìå-
ñá óôïí äõôéêü êüóìï åßíáé ç ãáóôñåêôïìÞ ìå
ðåñéïñéóìÝíç åêôïìÞ ôùí ëåìöáäÝíùí ôçò 1çò

ïìÜäïò (D1 åêôïìÞ: Í1 ëåìöáäÝíåò) êáé ç ìå-
ôåã÷åéñçôéêÞ ÷çìåéïèåñáðåßá ìå ç ÷ùñßò áêôéíï-
èåñáðåßá. Ç óôñáôçãéêÞ áõôÞ üìùò äåí Ý÷åé âåë-

ËÝêôïñáò ×åéñïõñãéêÞò, ÐáíåðéóôÞìéï Éùáííßíùí. Äéåý-
èõíóç áëëçëïãñáößáò: ÄçìÞôñéïò Ñïýêïò ÔÈ 105, Íåï-
÷ùñüðïõëï 455 00 ÉÙÁÍÍÉÍÁ
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ôéþóåé ïõóéáóôéêÜ ôçí åðéâßùóç êáé äçìéïõñãåßôáé
ôï åñþôçìá åÜí ìå ïäçãü ôçí ÉáðùíéêÞ ðñáêôéêÞ
ôçò D2 åêôïìÞò èá ìðïñïýóå íá ðñïêýøåé óçìá-
íôéêü üöåëïò óôçí Ýêâáóç ôïõ áóèåíïýò.

Ï ïñéóìüò “èåñáðåõôéêÞ” åêôïìÞ ðñÝðåé íá
äéåõêñéíéóôåß åÜí áöïñÜ ìüíï ôçí áöáßñåóç ôïõ
ðñùôïðáèïýò üãêïõ Þ êáé ôçí åêôïìÞ ôùí äéçèç-
ìÝíùí ëåìöáäÝíùí. Ðåñßðïõ 30% ôùí áóèåíþí
êáôÜ ôçí äéÜãíùóç Ý÷ïõí èåôéêïýò ôïõò ëåìöáäÝ-
íåò ôçò 2çò ïìÜäïò (Í2 íüóï)4. Óõíåðþò ï óôü÷ïò
ôçò èåñáðåõôéêÞò åêôïìÞò ìðïñåß íá åðéôåõ÷èåß
ìüíï ìå D2 åêôïìÞ óå Ýíá óçìáíôéêü ðïóïóôü
áóèåíþí. Ìå Üëëá ëüãéá ç D1 åêôïìÞ ïäçãåß óå
õðïëåéðüìåíç íüóï êáé ëåìöáäåíéêÞ õðïôñïðÞ ìå
ó÷åäüí ðÜíôá ìïéñáßá Ýêâáóç. ÅðéðëÝïí, ðñüóöá-
ôç áîéüðéóôç ðåéñáìáôéêÞ Ýñåõíá äåéêíýåé ôçí áíá-
ãêáéüôçôá ôçò ñéæéêÞò ÷åéñïõñãéêÞò ôùí ïñßùí
åêôïìÞò ôïõ ðñùôïðáèïýò üãêïõ5. Äéåõêñéíßæïíôáé
åðßóçò ïé ìç÷áíéóìïß äçìéïõñãßáò áðïìáêñõóìÝ-
íùí ìåôáóôÜóåùí áðü êáñêéíéêÜ êýôôáñá ðïõ áðï-
óðþíôáé áðü ôïí ðñùôïðáèÞ üãêï êáé ìÝóù ôùí
ëåìöáããåßùí ôïý üãêïõ ó÷çìáôßæïõí ìåôáóôáôéêÞ
íüóï áñ÷éêÜ óôïõò êïíôéíïýò ëåìöáäÝíåò êáé áêï-
ëïýèùò óå áðïìáêñõóìÝíá üñãáíá. Ðñüóöáôåò
ðåéñáìáôéêÝò ìåëÝôåò ìå áíôéëåìöáããåéáêÞ èåñá-
ðåßá (áíôé-VEGF-C áíôé-VEGF-D [áããåéáêïß åíäï-
èçëéáêïß áõîçôéêïß ðáñÜãïíôåò]6,7 êáé Üëëá öÜñ-
ìáêá-óôü÷ïé ðïõ áíáóôÝëëïõí ôçí ëåìöáããåéïãÝ-
íåóç, äçìéïõñãïýí áéóéïäïîßá ãéá ôçí ðñüëçøç
êáé áíôéìåôþðéóç ôçò ëåìöáããåéáêÞò äéáóðïñÜò
óôï ìÝëëïí8. Ï ìüíïò üìùò ðñáêôéêüò ôñüðïò
áíôéìåôþðéóçò ôùí ëåìöáäåíéêþí Í1 êáé Í2 ìå-
ôáóôÜóåùí êáé ðñüëçøçò ðåñáéôÝñù äéáóðïñÜò
óå áðïìáêñõóìÝíá üñãáíá óÞìåñá ðáñÝ÷åôáé áðü
ôçí óõóôçìáôéêÞ D2 åêôïìÞ4.

Ãéáôß ëïéðüí ç D2 åêôïìÞ äåí åöáñìüæåôáé
êáé óôçí Äýóç;

(a) Ç D2 åßíáé ôå÷íéêÜ äýóêïëç êáé åðéìçêýíåé
óçìáíôéêÜ ôçí ÷ñïíéêÞ äéÜñêåéá ôçò åðÝìâá-
óçò . Áðáéôåß éäéáßôåñç åìðåéñßá êáé óå áíå-
ðáñêÞ åîïéêåßùóç ôïõ ÷åéñïõñãïý áõîÜíåé ôçí
ìåôåã÷åéñçôéêÞ íïóçñüôçôá êáé èíçôüôçôá óå
ôÝôïéï âáèìü ðïõ åîïõäåôåñþíåé ôï ðéèáíü
üöåëïò áðü ôçí ìåßùóç ôùí ôïðï-ðåñéï÷é-
êþí õðïôñïðþí.

(b) ÁõôÞ åßíáé êáé ç ðéèáíüôåñç åîÞãçóç ôçò
áðïôõ÷ßáò 2 åõñùðáúêþí ôõ÷áéïðïéçìÝíùí ìå-
ëåôþí9,10 íá äåßîïõí ôçí èåñáðåõôéêÞ õðåñï-
÷Þ ôçò D2 Ýíáíôé ôçò D1 åêôïìÞò.

(c) Ç Ýëëåéøç åðéâåâáßùóçò óýìöùíá ìå ôéò áñ-
÷Ýò ôçò âáóéóìÝíçò óå ôåêìçñßùóç éáôñéêÞò

ßóùò êáé áðëÜ íá óçìáßíåé üôé ç D2 åðÝìâá-
óç äåí âåëôéþíåé ôçí åðéâßùóç.

Óå áíôßèåóç üìùò ìå ôçí ðéèáíÞ ùöÝëåéá ôçò
åðéèåôéêÞò ëåìöáäåíåêôïìÞò, ç ñéæéêÞ åðéðñüóèå-
ôç ðñïöõëáêôéêÞ åêôïìÞ ãåéôïíéêþí ïñãÜíùí,
éäéáßôåñá ôïõ óðëçíüò, äåí äéêáßùóå ôéò ðñïóäï-
êßåò áöïý áýîçóå ôéò ìåôåã÷åéñçôéêÝò åðéðëïêÝò
êáé ôçí èíçôüôçôá ÷ùñßò íá âåëôéþóåé ôçí åðé-
âßùóç. Ç åêôïìÞ ôïõ óðëçíüò, ëüãù ôïõ ðéèáíïý
ôïõ áíïóïðïéçôéêïý ñüëïõ êáôÜ ôùí öëåãìïíþí
áëëÜ êáé áíôéíåïðëáóìáôéêÞò äñÜóçò Ý÷åé óÞìå-
ñá åîáéñåôéêÜ ðåñéïñéóìÝíåò åíäåßîåéò (www.gas-
triccancer.net ). Öáßíåôáé üôé ç åðéèåôéêÞ åêôåôá-
ìÝíç ÷åéñïõñãéêÞ åðÝìâáóç äéêáéïëïãåßôáé óÞìå-
ñá ìüíï óå Ô4-êáñêßíïõò ãéá åðßôåõîç R0-åêôï-
ìÞò. Áêüìç üìùò êáé áõôÞ ç óôñáôçãéêÞ áìöé-
óâçôåßôáé êáé åîåôÜæåôáé óå åí åîåëßîåé ôõ÷áéï-
ðïéçìÝíåò ìåëÝôåò åÜí óå ôÝôïéïõò ôïðéêÜ ðñï-
÷ùñçìÝíïõò üãêïõò ç ÷åéñïõñãéêÞ åðÝìâáóç
ðñÝðåé íá ðñïçãåßôáé Þ íá Ýðåôáé ìéáò óõìðëç-
ñùìáôéêÞò ÷çìåéïèåñáðåßáò1.

Ðñüóöáôá áñ÷ßæåé íá äéáöáßíåôáé ìßá ôÜóç
åðéëåêôéêÞò óôñáôçãéêÞò áíôéìåôþðéóçò ôçò íü-
óïõ óýìöùíá ìå ôï óôÜäéï ôçò íüóïõ. Ç ôáêôéêÞ
áõôÞ åöáñìüæåôáé Þäç Þ åîåôÜæåôáé óå ðñïïðôé-
êÝò ìåëÝôåò åðß ôïõ ðáñüíôïò êõñßùò óå åîåéäé-
êåõìÝíá ÊÝíôñá ôçò Éáðùíßáò êáé ðïëý ëéãüôåñï
ôçò Äýóåùò ìå óôü÷ï ôçí âåëôßùóç ôçò åðéâßù-
óçò áëëÜ êáé ôçò ðïéüôçôáò æùÞò1. Ç åëÜ÷éóôá
åðåìâáôéêÞ óôñáôçãéêÞ ðåñéëáìâÜíåé ôçí åíäï-
óêïðéêÞ âëåííïãïíéêÞ åêôïìÞ (EMR), ôçí ëáðá-
ñïóêïðéêÞ ôå÷íéêÞ êáé ôçí ÷åéñïõñãéêÞ äéáôÞñç-
óçò ôïõ ðõëùñéêïý óöéãêôÞñá. Óôü÷ïò ç åðßôåõ-
îç R0 åêôïìÞò ìå ôçí ëéãüôåñç äõíáôÞ Ýêôáóç
÷åéñïõñãéêÞò åðÝìâáóçò êáé Ýôóé ìåßùóç åðéðëï-
êþí êáé âåëôßùóç ðïéüôçôáò æùÞò.

Ìåôáîý ôùí áóèåíþí ìå äõíçôéêÜ éÜóéìï óôÜ-
äéï íüóïõ ç ðïéüôçôá ôçò ÷åéñïõñãéêÞò åðÝìâá-
óçò åßíáé ï óçìáíôéêüôåñïò ðáñÜãïíôáò ðïõ êá-
èïñßæåé ôüóï ôçí äéÜñêåéá åðéâßùóçò üóï êáé ôçí
ðïéüôçôá æùÞò. Õðü ôçí åõñýôåñç Ýííïéá ôïõ üñïõ
“÷åéñïõñãéêÞ ðïéüôçôá” ðåñéëáìâÜíåôáé ü÷é ìüíï
ç éêáíüôçôá äéåîáãùãÞò åëÜ÷éóôçò Þ êáé åêôåôá-
ìÝíçò ÷åéñïõñãéêÞò åðÝìâáóçò ìå ÷áìçëÞ íïóç-
ñüôçôá êáé åëÜ÷éóôç èíçôüôçôá, áëëÜ êáé ôçí éêá-
íüôçôá åîáôïìéêåõìÝíçò åðéëïãÞò ôçò êáôÜëëç-
ëçò åðÝìâáóçò ãéá êÜèå áóèåíÞ (www.gastricca-
ncer.net).

ÓõíïðôéêÜ ç åðéëåêôéêÞ áíôéìåôþðéóç ðñïóáñ-
ìïóìÝíç óôï óôÜäéï ôçò íüóïõ ðåñéëáìâÜíåé:

(á) Ô1 üãêïé (ðåñéïñéóìÝíïé óôï âëåííïãüíï
Þ õðïâëåííïãüíï)
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á1: åíäïâëåííïãïíéêïß åðéëåãìÝíïé êáñêßíïé (<
2cm, åíôåñéêüò ôýðïò êáôÜ Lauren): åíäïóêïðéêÞ
âëåííïãïíéêÞ åêôïìÞ (EMR) [11]

á2: õðüëïéðïé âëåííïãïíéêïß êáé õðïâëåííï-
ãïíéêïß üãêïé: D1 åêôïìÞ.

Ç ëáðáñïóêïðéêÞ óöçíïåéäÞò åêôïìÞ êáé ç
ðåñéïñéóìÝíç ÷åéñïõñãéêÞ äéáôÞñçóçò ôïõ ðõëù-
ñéêïý óöéãêôÞñá åßíáé ôå÷íéêÝò ðïõ âñßóêïíôáé
áêüìç õðü ðñïïðôéêÞ ìåëÝôç.

 (â) Ô2, Ô3 üãêïé: D2 åêôïìÞ. Óå Ýëëåéøç
åìðåéñßáò ðñïôéìçôÝá ç D1 åêôïìÞ.

(ã) Ô4 üãêïé: D2 êáé åêôïìÞ ãåéôïíéêþí äéç-
èçìÝíùí ïñãÜíùí Þ ðñï-åã÷åéñçôéêÞ ÷çìåéïèå-

ñáðåßá êáé áêïëïýèùò D2 åêôïìÞ.
Åßíáé üìùò ðñÜãìáôé áðïôåëåóìáôéêÞ ìéá ôÝ-

ôïéá óôñáôçãéêÞ êáé äéáêáéïëïãåßôáé ç åöáñìïãÞ
ôçò óÞìåñá ðáñÜ ôçí Ýëëåéøç ôåêìçñßùóçò áðü
ôõ÷áéïðïéçìÝíåò ìåëÝôåò; EÜí íáé åßíáé ñåáëéóôé-
êÞ ç åöáñìïãÞ ôçò åõñýôåñá êáé ü÷é ìüíï óå
êÝíôñá ÁíáöïñÜò; Ïé ðåñéïñéóìïß, üðùò áêñßâåéá
óôçí ðñï-èåñáðåõôéêÞ óôáäéïðïßçóç, Ýìðåéñï åîåé-
äéêåõìÝíï éáôñéêü ðñïóùðéêü, ýðáñîç óýã÷ñïíçò
äéáãíùóôéêÞò êáé èåñáðåõôéêÞò ôå÷íïëïãßáò, áëëÜ
êáé êßíäõíïé êáé ùöÝëç áíáëýïíôáé äéåîïäéêÜ óôï
www.gastriccancer.net.

ABSTRACT

ROUKOS D. Gastric cancer: current surgical management and perspectives

The complete resectiom of the primary tumor -R0 resection- is the treatment of choice in
gastric cancer management. But the extent of thie surgical resection remains controversial.
With less extensive surgery in earlier tumor stages-cancer the goal of R0 resection can also
be achieved and is associated with lower morbidity and better quality of life. However, there is
not data from randomized trials to provide evidence about the impact of this strategy on
recurrence risk and survival. Çere we approach this problem balancing risks and benefits.
Forum of Clinical Oncology 1 (2):148-150, 2002.

REFERENCES

1. Roukos DH. Current status and future perspec-
tives in gastric cancer management. Cancer Treat
Rev 2000 Aug; 26(4):243-55. Review.

2. Wanebo HJ, Kennedy BJ, Chmiel J, et al. Can-
cer of the stomach. A patient care study by the
American College of Surgeons. Ann Surg
1993;218:583-92.

3. Fujii M, Sasaki J, Nakajima T. State of the art in
the treatment of gastric cancer: from the 71st

Japanese gastric cancer congress. Gastric Can-
cer 1999; 2:151-7

4. Roukos DH, Kappas AM. Targeting extended
lymph node dissection in gastric cancer. J Surg
Oncol 2002 (in press), Quest editorial.

5. Padera TP, Kadambi A, di Tomaso E, et al. Lym-
phatic metastasis in the absence of functional
intratumor lymphatics. Science. 2002 Jun
7;296(5574):1883-6.

6. Stacker SA, Caesar C, Baldwin ME, Thornton
GE, Williams RA, Prevo R, et al. VEGF-D pro-
motes the metastatic spread of tumor cells via

the lymphatics. Nat Med 2001;7:186–91.
7. He Y, Kozaki K, Karpanen T, Koshikawa K, Yla-

Herttuala S, Takahashi T, et al. Suppression of
tumor lymphangiogenesis and lymph node me-
tastasis by blocking vascular endothelial growth
factor receptor-3 signaling. J Natl Cancer Inst
2002;94:819–25.[Abstract/Full Text]

8. Jain RK, Padera PT. Prevention and treatment
of lymphatic metastasis by antilymphangiogenic
therapy. J Natl Cancer Inst 2002 Jun;94:785-7.

9. Bonnenkamp JJ, Hermans J, Sasako M, van de
Velde CJH, et al. Extended lymph-node dissec-
tion for gastric cancer. N Engl J Med 1999; 340:
908-14.

10. Cuschieri A, Weeden S, Fielding J, et al. Patient
survival after D1 and D2 resection for gastric
cancer: long-term results of the MRC randomised
surgical trial. Surgical co-operation group. Br J
Cancer 1999; 79: 1522-30.

11. Nakajima T. Clinical practice guidelines for gas-
tric cancer in Japan. Nishi Memorial Lecture. 4th

International Gastric Cancer Congress, New York
2001. Abstract book



ÄåñìáôéêÞ öáñìáêåõôéêÞ áíôßäñáóç ìåôÜ áðü èåñáðåßá ìå ðáêëéôáîÝëç ————————————————————————— 151

ÐÁÑÏÕÓÉÁÓÇ ÐÅÑÉÓÔÁÔÉÊOY

ÄåñìáôéêÞ öáñìáêåõôéêÞ áíôßäñáóç ìåôÜ áðü

èåñáðåßá ìå ðáêëéôáîÝëç

E. ËéíÜñäïõ, Ã. ÎåðáðáäÜêçò*, Á. ÌïëöÝôá, Ì. Ëáìðñïðïýëïõ, Ñ. Ôüêïõ,
Å. ×áôæç÷ñÞóôïõ, Ä. Ìðáöáëïýêïò

ÐÅÑIËÇØÇ
Ç ðáêëéôáîÝëç áðïôåëåß Ýíá áðü ôá íåþôåñá áíôéíåïðëáóìáôéêÜ öÜñìáêá, ðïõ ç ÷ñÞóç ôïõ
óõíå÷þò áõîÜíåôáé ãéá ôç èåñáðåßá ðïëëþí íåïðëáóéþí, óõìðåñéëáìâáíïìÝíïõ êáé ôïõ êáñ-
êßíïõ ôïõ ìáóôïý. Åíþ ïé áíôéäñÜóåéò õðåñåõáéóèçóßáò áðïôåëïýí ãíùóôÞ ðáñåíÝñãåéá ôïõ
öáñìÜêïõ, äåñìáôéêÝò öáñìáêåõôéêÝò áíôéäñÜóåéò óôçí ðáêëéôáîÝëç áëëÜ êáé óôéò ôáîÜíåò
ãåíéêüôåñá åßíáé åîáéñåôéêÜ óðÜíéåò óôç âéâëéïãñáößá. ÐåñéãñÜöïõìå ôçí ðåñßðôùóç ìßáò
áóèåíïýò ìå êáñêßíï ôïõ ìáóôïý, ç ïðïßá åìöÜíéóå óïâáñÞ äåñìáôéêÞ öáñìáêåõôéêÞ áíôßäñá-
óç ìåôÜ áðü èåñáðåßá ìå ðáêëéôáîÝëç, ðáñÜ ôçí ðëÞñç ðñïåôïéìáóßá ìå óôåñïåéäÞ. Ãßíåôáé
óýíôïìç áíáóêüðçóç ôçò ó÷åôéêÞò âéâëéïãñáößáò êáé óõæçôåßôáé ç áíÜãêç ãéá ðñïóåêôéêÞ
ðáñáêïëïýèçóç ôùí áóèåíþí ðïõ ëáìâÜíïõí ôáîÜíåò ãéá ôçí åìöÜíéóç äåñìáôéêþí áíôéäñÜ-
óåùí ðáñÜ ôçí ðñïöýëáîç ìå óôåñïåéäÞ. ËÝîåéò-êëåéäéÜ: ðáêëéôáîÝëç, äåñìáôéêÞ áíôßäñáóç,
êáñêßíïò ìáóôïý.  ÂÞìá ÊëéíéêÞò Ïãêïëïãßáò 2002, 1 (2):151-154.

ÏãêïëïãéêÞ ÊëéíéêÞ êáé (*) ×åéñïõñãéêÞ ÊëéíéêÞ Ìáóôïý
Íïóïêïìåßï Metropolitan, ÍÝï ÖÜëçñï 18547, ÁèÞíá

EéóáãùãÞ

Ïé äåñìáôéêÝò áíôéäñÜóåéò áðïôåëïýí ìßá áðü
ôéò ðéï óõ÷íÝò ðáñåíÝñãåéåò ôùí öáñìáêåõôéêþí
óêåõáóìÜôùí ãåíéêÜ. Ïé ôáîÜíåò êáé åéäéêüôåñá ç
ðáêëéôáîÝëç åßíáé íåþôåñá áíôéíåïðëáóìáôéêÜ
öÜñìáêá ìå äñÜóç óôç ìéôùôéêÞ Üôñáêôï, ðïõ
âñßóêïõí óõíå÷þò áõîáíüìåíç ÷ñÞóç óôçí áíôé-
ìåôþðéóç ðïëëþí êáêïÞèùí üãêùí. Ç ðáêëéôáîÝ-
ëç ÷ñçóéìïðïéåßôáé åõñÝùò óå èåñáðåõôéêïýò óõí-
äõáóìïýò åíáíôßïí óõíÞèùí ìïñöþí êáñêßíïõ,
üðùò ôùí ùïèçêþí, ðíåýìïíá êáé ìáóôïý. Ôá
öÜñìáêá áõôÜ åðéðëÝêïíôáé ìå ôçí ó÷åôéêÜ óõ-
÷íÞ åìöÜíéóç áíôéäñÜóåùí õðåñåõáéóèçóßáò êáôÜ
ôéò ðñþôåò óõíÞèùò ÷ïñçãÞóåéò, ãéá ôéò ïðïßåò
óõóôÞíåôáé ðÜíôá ç ðñïöõëáêôéêÞ ÷ïñÞãçóç ó÷å-
ôéêÜ ìåãÜëùí äüóåùí óôåñïåéäþí êáé áíôééóôáìé-

íéêþí ðñéí êáé, óå êÜðïéåò ðåñéðôþóåéò, ìåôÜ ôç
÷ïñÞãçóç ôùí ôáîáíþí. ÄåñìáôéêÝò öáñìáêåõôé-
êÝò áíôéäñÜóåéò áðü ôáîÜíåò åßíáé óðÜíéåò, ìå
åëÜ÷éóôåò âéâëéïãñáöéêÝò áíáöïñÝò. ÐåñéãñÜöïõ-
ìå ìßá ôÝôïéá ðåñßðôùóç óå áóèåíÞ ðïõ Ýëáâå
ðáêëéôáîÝëç ãéá êáñêßíï ìáóôïý êáé ç ïðïßá åì-
öÜíéóå óïâáñÞ äåñìáôéêÞ áíôßäñáóç ðáñÜ ôçí
ðñïöõëáêôéêÞ ÷ïñÞãçóç óôåñïåéäþí.

ÐåñéãñáöÞ ðåñéðôþóåùò

Ãõíáßêá çëéêßáò 40 åôþí ðñïóÞëèå ãéá Ýëåã÷ï
ôïí ÖåâñïõÜñéï 2002 ìåôÜ áðü øçëÜöçóç ïãêé-
äßïõ óôï äåîéü ìáóôü. Ç êëéíéêÞ åîÝôáóç áíÝäåéîå
øçëáöçôÞ ìÜæá ìåãÝèïõò 3x4 åê. óôï Üíù Ýîù
ôìÞìá ôïõ äåîéïý ìáóôïý êáé ìðëïê ëåìöáäÝíùí
2x3 åê. óôç óýóôïé÷ç ìáó÷Üëç. Ôá êëéíéêÜ åõñÞ-
ìáôá åðéâåâáéþèçêáí ìå áðåéêïíéóôéêü Ýëåã÷ï:
ìáóôïãñáößá êáé õðåñç÷ïãñÜöçìá ìáóôþí, áîï-
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íéêÞ ôïìïãñáößá èþñáêïò áíÝäåéîáí óõìðáãÝò
ìüñöùìá óôï Üíù Ýîù ôìÞìá ôïõ äåîéïý ìáóôïý,
äéáóôÜóåùí 3x3 åê. êáé ìðëïê äåîéþí ìáó÷áëéáßùí
ëåìöáäÝíùí, äéáóôÜóåùí 2x2 åê., áíôßóôïé÷á. Âéï-
øßá ôçò ìÜæáò ôïõ ìáóôïý Ýäùóå ôç äéÜãíùóç
äéçèçôéêïý ðïñïãåíïýò áäåíïêáñêéíþìáôïò ìá-
óôïý, ìÝôñéáò äéáöïñïðïßçóçò (grade II) ìå áñíç-
ôéêïýò õðïäï÷åßò ïéóôñïãüíùí êáé ðñïãåóôåñü-
íçò. ÐëÞñçò óôáäéïðïßçóç ôçò íüóïõ ìå áîïíéêÞ
ôïìïãñáößá Üíù- êÜôù êïéëßáò êáé óðéíèçñïãñÜ-
öçìá ïóôþí áðÝâç áñíçôéêÞ ãéá ìåôáóôáôéêÞ íüóï.
Ëüãù ôïõ ìåãÝèïõò ôçò ôïðéêÞò íüóïõ, áðïöáóß-
óôçêå Ýíáñîç óõóôçìáôéêÞò íÝï-åðéêïõñéêÞò ÷ç-
ìåéïèåñáðåßáò ìå ôç ÷ïñÞãçóç 4 êýêëùí Åðé-
ñïõâéêßíçò 110 mg/m2 áíÜ äýï åâäïìÜäåò ìå
õðïóôÞñéîç áõîçôéêïý ðáñÜãïíôá êáé óôç óõíÝ-
÷åéá ÷ïñÞãçóç 4 êýêëùí ÐáêëéôáîÝëçò 225 mg/
m2 áíÜ äýï åâäïìÜäåò, óôá ðëáßóéá êëéíéêÞò ìå-
ëÝôçò ôïõ ôìÞìáôïò. Ç áóèåíÞò Ýëáâå ôïõò 4
ðñþôïõò êýêëïõò ìå Åðéñïõâéêßíç ÷ùñßò íá åì-
öáíßóåé êáìßá óçìáíôéêÞ ôïîéêüôçôá, åíþ ìåôÜ
ôïõò äýï ðñþôïõò êýêëïõò åðÝôõ÷å ìßá ðïëý êáëÞ
ìåñéêÞ áíôáðüêñéóç êáé ìåôÜ ôïí 4ï êýêëï Þôáí
óå êëéíéêÞ êáé áðåéêïíéóôéêÞ ðëÞñç ýöåóç. Áðï-
öáóßóôçêå íá óõíå÷éóôåß ç ÷çìåéïèåñáðåßá ìå
ðáêëéôáîÝëç êáé ç áóèåíÞò Ýëáâå ôïí ðñþôï êý-
êëï ìå ðëÞñç õðïóôÞñéîç êáé ðñïåôïéìáóßá ìå
êïñôéêïóôåñïåéäÞ êáé áíôééóôáìéíéêÜ. ÊáôÜ ôç äéÜñ-
êåéá ÷ïñÞãçóçò ôçò èåñáðåßáò, üðùò êáé ôá ðñþôá
24ùñá ìåôÜ ôç èåñáðåßá äåí åìöÜíéóå êáíÝíá
ðñüâëçìá Þ ôïîéêüôçôá. ÐÝíôå çìÝñåò ìåôÜ ôç
÷ïñÞãçóç ôçò ðáêëéôáîÝëçò, ç áóèåíÞò ðñïóÞë-
èå åêôÜêôùò ëüãù åìöÜíéóçò ðñïïäåõôéêÜ åðé-
äåéíïýìåíïõ åîáíèÞìáôïò, ôï ïðïßï ôï ðñïçãïý-
ìåíï 24ùñï åß÷å åîåëé÷èåß óå ãåíéêåõìÝíç äåñ-
ìáôéêÞ áíôßäñáóç, ìç êíçóìþäç, ìå ôç ìïñöÞ
åðçñìÝíùí êçëéäïâëáôéäùäþí åóôéþí, óõññåïõ-

óþí êáôÜ ðåñéï÷Ýò, êõñßùò óôá êÜôù êáé Üíù
Üêñá, êáé ëéãüôåñï óôïí êïñìü êáé óôï ðñüóùðï,
åíþ ïé âëåííïãüíïé Þôáí åëåýèåñïé. Ç áóèåíÞò
äåí åß÷å ëÜâåé êáíÝíá íÝï öÜñìáêï Þ ïõóßá êáôÜ
ôéò ðñïçãïýìåíåò çìÝñåò ðïõ èá ìðïñïýóå íá
åíï÷ïðïéçèåß. Ç êëéíéêÞ äéÜãíùóç Þôáí áõôÞ ôçò
óïâáñÞò äåñìáôéêÞò öáñìáêåõôéêÞò áíôßäñáóçò
óôç ÷ïñÞãçóç ôçò èåñáðåßáò ìå ôáîÜíç. Ðáèï-
ëïãïáíáôïìéêÞ åîÝôáóç áðü âéïøßá ìßáò äåñìáôé-
êÞò âëÜâçò åðéâåâáßùóå ôçí êëéíéêÞ äéÜãíùóç,
áíáäåéêíýïíôáò ìç åéäéêïý ôýðïõ ðåñéáããåéáêÝò
äéçèÞóåéò áðü ëåìöïêýôôáñá êáé çùóéíüöéëá. Ç
áóèåíÞò íïóçëåýèçêå êáé Ýëáâå êïñéêïóôåñïåéäÞ
êáé áíôééóôáìéíéêÜ åíäïöëåâßùò ãéá 48 þñåò ìå
èåáìáôéêÞ õðï÷þñçóç ôïõ åîáíèÞìáôïò åíþ óõ-
íÝ÷éóå ôçí áãùãÞ ìå êïñôéêïóôåñïåéäÞ áðü ôï
óôüìá êáô’ ïßêïí ãéá Üëëåò äÝêá çìÝñåò. Ôï åîÜí-
èçìá õðï÷þñçóå ðëÞñùò êáé ç ðáêëéôáîÝëç ðïõ
èåùñÞèçêå áéôéïëïãéêüò ðáñÜãïíôáò, äéåêüðç. Ç
áóèåíÞò ïäçãÞèçêå óå ôïðéêü ÷åéñéóìü ìå ÷åé-
ñïõñãéêÞ ôìçìáôåêôïìÞ ìáóôïý äåîéÜ êáé ëåìöá-
äåíéêü êáèáñéóìü ìáó÷Üëçò, ðïõ åðéâåâáßùóáí
ôçí ðëÞñç ýöåóç.

ÓõæÞôçóç

Ïé äåñìáôéêÝò áíôéäñÜóåéò áðïôåëïýí ðïëý
óõ÷íÞ ðáñåíÝñãåéá öáñìáêåõôéêþí óêåõáóìÜôùí.
ÏðïéáäÞðïôå äåñìáôéêÞ áíôßäñáóç ìðïñåß íá
åêëõèåß Þ íá åðéäåéíùèåß áðü ôç ÷ñÞóç êÜðïéïõ
öáñìáêåõôéêïý óêåõÜóìáôïò, áðü ôï óôüìá, ôïðé-
êÜ Þ ìåôÜ åíäïöëÝâéá ÷ïñÞãçóç. Ïé åîáíèçìáôé-
êÝò áíôéäñÜóåéò åßíáé ç ðéï óõ÷íÞ ìïñöÞ äåñìá-
ôéêÞò âëÜâçò ëüãù öáñìÜêùí, óõ÷íüôåñá óáí
ìéêñÝò âëáôßäåò åíþ ðéï óðÜíéá óáí ìåãÜëåò
êçëéäïâëáôéäþäåéò âëÜâåò Þ åñõèçìáôïåéäåßò
åóôßåò. ÓõíçèÝóôåñá ïé âëÜâåò óõññÝïõí êáôÜ

Åéêüíá 1. Á. ÃåíéêåõìÝíï äåñìáôéêü öáñìáêåõôéêü åîÜíèçìá ìåôÜ ôç ÷ïñÞãçóç ðáêëéôáîÝëçò.
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Åéêüíá 1. Â. Âåëôßùóç ôïõ åîáíèÞìáôïò ìåôÜ 24 þñåò
i.v. óôåñïåéäþí êáé áíôééóôáìéíéêþí.

ðåñéï÷Ýò, îåêéíþíôáò áðü ôïí êïñìü êáé åðåêôåé-
íüìåíåò ðñïò ôá Üêñá, ìå ôéò ðáëÜìåò êáé ðá-
ôïýóåò ðïäéþí íá åßíáé ïé èÝóåéò ðïõ ðñïóâÜë-
ëïíôáé ôåëåõôáßåò áëëÜ êáé áðü ôéò ïðïßåò ôï
åîÜíèçìá õðï÷ùñåß ôåëåõôáßï. ÓõíÞèùò óõíõðÜñ-
÷åé êíçóìüò, åíþ ç éóôïëïãéêÞ åéêüíá áöïñÜ Ýíá
ìç åéäéêïý ôýðïõ ðåñéáããåéáêü äéÞèçìá áðü ëåì-
öïêýôôáñá êáé çùóéíüöéëá. Ìßá åîáíèçìáôïåéäÞò
öáñìáêåõôéêÞ áíôßäñáóç ðñÝðåé íá äéáöïñïäéá-
ãíùóôåß áðü Üëëåò óõ÷íÝò äåñìáôéêÝò âëÜâåò
ó÷åôéæüìåíåò ìå öÜñìáêá, üðùò ç ëåõêïêõôï-
êëáóôéêÞ áããåéßôéäá Þ ôï ðïëýìïñöï åñýèçìá.
Óôçí ðåñßðôùóç ôçò áããåéßôéäáò óõíÞèùò ðñü-
êåéôáé ãéá áíïóïëïãéêÞ áíôßäñáóç óå êÜðïéï áíôé-
ãüíï, ëïéìþäåò Þ öáñìáêåõôéêü, áöïñÜ êõñßùò
ôá êÜôù Üêñá êáé ìðïñåß íá óõíïäåýåôáé áðü
ãáóôñåíôåñéêÝò Þ íåöñéêÝò âëÜâåò. Ç éóôïëïãéêÞ
åéêüíá ôÝëïò åßíáé äéáãíùóôéêÞ, ìéá êáé áíáäåé-
êíýåé ïõäåôåñüöéëá êáé áíïóïóõìðëÝãìáôá êá-
èþò êáé áéìïññáãéêÜ óôïé÷åßá ãýñù êáé ìÝóá óôïõò
áõëïýò ôùí áããåßùí. Óôçí ðåñßðôùóç äå ôïõ
ðïëýìïñöïõ åñõèÞìáôïò, áí õðÜñ÷åé ç ÷áñáêôç-
ñéóôéêÞ åóôßá ôýðïõ “bull’s eye” ôüôå ç äéÜãíùóç
åßíáé åýêïëç, åíþ ç ðñïóâïëÞ âëåííïãüíùí åßíáé
óõ÷íÞ. Ðñüêåéôáé ãéá áíïóïëïãéêÞ áíôßäñáóç óå
êõêëïöïñïýíôá áíïóïóõìðëÝãìáôá êáé ç éóôïëï-
ãéêÞ åéêüíá áíáäåéêíýåé äõóêåñáôùôéêÜ êåñáôéíï-
êýôôáñá óôçí åðéäåñìßäá êáé ðåñéáããåéáêÞ äéÞ-
èçóç áðü ðëçèõóìü ìïíïêõôôÜñùí.

Ïé ôáîÜíåò, ðáêëéôáîÝëç êáé äïóéôáîÝëç, óõí-
äÝïíôáé ìå ôçí åìöÜíéóç áíôéäñÜóåùí õðåñåõáé-
óèçóßáò óå ðïóïóôü 2-4% ôùí áóèåíþí, ðïõ
ìðïñåß íá êõìáßíïíôáé áðü áðëÞ åñõèñüôçôá Ýùò
äýóðíïéá, õðüôáóç, áããåéïïßäçìá êáé ïõñôéêÜñéá.
Ëüãù ôùí ðáñåíåñãåéþí áõôþí, ïé ôáîÜíåò ðÜ-
íôá ÷ñçóéìïðïéïýíôáé ìåôÜ áðü ðñïöõëáêôéêÞ

÷ïñÞãçóç êïñôéêïóôåñïåéäþí êáé áíôééóôáìéíéêþí.
ÄåñìáôéêÝò áíôéäñÜóåéò ìåôÜ ôç ÷ïñÞãçóç

ôáîáíþí öáßíåôáé üôé åßíáé óðÜíéåò. ¸÷åé ðåñé-
ãñáöåß ìßá ðåñßðôùóç ãåíéêåõìÝíçò äåñìáôþóåùò
ìåôÜ áðü ÷ïñÞãçóç ðáêëéôáîÝëçò, åíþ åðßóçò óå
ìßá áóèåíÞ ìå ìåôáóôáôéêü êáñêßíï ìáóôïý êáé
çðáôéêÞ äõóëåéôïõñãßá, ðåñéãñÜöåôáé ç åìöÜíé-
óç óïâáñÞò âëåííïãïíï-äåñìáôéêÞò ôïîéêüôçôáò
ìåôÜ ôç ÷ïñÞãçóç ðáêëéôáîÝëçò. Ðéï ðñüóöáôá
ðåñéãñÜöçêå ìßá ðåñßðôùóç óôáèåñïý öáñìáêåõ-
ôéêïý åîáíèÞìáôïò óå ìßá áóèåíÞ ìå êáñêßíï
ùïèçêþí ðïõ Ýëáâå èåñáðåßá ìå ðáêëéôáîÝëç. Ç
áóèåíÞò åìöÜíéóå ôï åîÜíèçìá ðáñÜ ôï üôé åß÷å
ðñïçãçèåß ðñïöõëáêôéêÞ ÷ïñÞãçóç óôåñïåéäþí,
êáé åßíáé åíäéáöÝñïí üôé ôï åîÜíèçìá õðï÷þñçóå
ðëÞñùò ìåôÜ ôçí ôïðéêÞ åöáñìïãÞ óôåñïåéäþí.
¼óïí áöïñÜ ôç äïóéôáîÝëç, Ý÷ïõí ðåñéãñáöåß
óõ÷íüôåñá ïîåßåò äåñìáôéêÝò áíôéäñÜóåéò, ïé
ïðïßåò üìùò åßíáé ìÝôñéá óõìðôùìáôéêÝò êáé ó÷å-
äüí ðÜíôá åßíáé áõôïðåñéïñéæüìåíåò. ÔÝëïò, ãéá
ôç äïóéôáîÝëç Ý÷ïõí ðåñéãñáöåß ôñßá ðåñéóôáôé-
êÜ ìå äåñìáôéêÝò áíôéäñÜóåéò ìéìïýìåíåò óêëç-
ñïäåñìßá, ïé ïðïßåò êáé éóôïëïãéêÜ áíáäåß÷èçêáí
ùò ðåñéï÷Ýò äéÜ÷õôåò óêëÞñõíóçò. ÄéáêïðÞ ôçò
äïóéôáîÝëçò åß÷å óáí áðïôÝëåóìá ôçí õðï÷þñç-
óç ôïõ ïéäÞìáôïò êáèþò êáé ôçò óêëÞñõíóçò ôïõ
äÝñìáôïò.

Óôçí ðåñßðôùóç ðïõ ðåñéãñÜöïõìå óôçí ðá-
ñïýóá åñãáóßá, ç äåñìáôéêÞ áíôßäñáóç áöïñïýóå

Åéêüíá 2. ÉóôïëïãéêÞ åéêüíá äåñìáôéêÞò âëÜâçò.
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ãåíéêåõìÝíï ìç êíçóìþäåò åîÜíèçìá, ôï ïðïßï
åðÞëèå ìåñéêÜ 24ùñá ìåôÜ ôçí ÷ïñÞãçóç ôçò
ðáêëéôáîÝëçò. Óçìåéþíåôáé êáé ðÜëé üôé ç áóèå-
íÞò åß÷å ëÜâåé ôçí ðëÞñç óõíÞèç äüóç ðñïöõëá-
êôéêþí óôåñïåéäþí. Åðßóçò Ý÷åé åíäéáöÝñïí êáé
åäþ ôï ãåãïíüò ôçò ðëÞñïõò õðï÷þñçóçò ôùí
äåñìáôéêþí âëáâþí ìåôÜ ôç ÷ïñÞãçóç åê íÝïõ
óôåñïåéäþí êáé áíôééóôáìéíéêþí.

Ôá äåñìáôéêÜ öáñìáêåõôéêÜ åîáíèÞìáôá áí êáé
óðÜíéá ìåôÜ ôçí ÷ïñÞãçóç ðáêëéôáîÝëçò ìðïñåß

íá åßíáé áñêåôÜ óïâáñÜ. Ãé’ áõôü åßíáé óêüðéìç ç
óôåíÞ ðáñáêïëïýèçóç êáé åíçìÝñùóç ôùí áóèå-
íþí ðïõ ëáìâÜíïõí ôáîÜíåò ãéá ôçí Ýãêáéñç áíá-
ãíþñéóç êáé áíôéìåôþðéóç äåñìáôéêþí áíôéäñÜ-
óåùí. Ç ðñïöõëáêôéêÞ ÷ïñÞãçóç óôåñïåéäþí äåí
ðñïóôáôåýåé ðÜíôá áðü ôçí åìöÜíéóç ôÝôïéùí
áíôéäñÜóåùí, åíþ öáßíåôáé üôé ç èåñáðåõôéêÞ
÷ïñÞãçóÞ ôïõò åßíáé áðïôåëåóìáôéêÞ. Åðß åìöá-
íßóåùò äå óïâáñþí äåñìáôéêþí áíôéäñÜóåùí ç
ïñéóôéêÞ äéáêïðÞ ôçò ðáêëéôáîÝëçò åßíáé áíáãêáßá.

ABSTRACT

LINARDOU H., XEPAPADAKIS G., MOLFETA A., LAMPROPOULOU M., TOKOU R., HATZ-
ICHRISTOU H. , BAFALOUKOS D.  Cutaneous drug eruption following paclitaxel ther-
apy: a case report

Paclitaxel, one of the newer anticancer agents, is increasingly being used in the treatment of
several tumours, including breast cancer. While hypersensitivity reactions are a well-recognised
side effect of taxane therapy, cutaneous drug eruptions following paclitaxel, or other taxane
therapy, are very rarely described in the literature. We present the case of a patient with breast
cancer who developed a severe cutaneous drug eruption following treatment with paclitaxel,
despite full premedication with steroids. A brief review of the relevant literature is given and the
need for careful evaluation for cutaneous reactions, despite steroid prophylaxis, in patients
receiving paclitaxel therapy, is discussed. Key words: paclitaxel, cutaneous drug eruption,
breast cancer. Forum of Clinical Oncology 1 (2):151-154, 2002.
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ÍÝá ìåëþí ôçò ÅÏÐÅ

ÐñïêÞñõîç õðïôñïöéþí ÅÏÐÅ 2002

H Åôáéñåßá Ïãêïëüãùí Ðáèïëüãùí ÅëëÜäïò
ðñïêÞñõîå êáé öÝôïò ôéò êÜôùèé õðïôñïößåò:

- äýï (2) õðïôñïößåò åîùôåñéêïý ãéá íÝïõò
éáôñïýò Þ åðéóôÞìïíåò ðïõ åíäéáöÝñïíôáé íá áðï-
êôÞóïõí ðåñáéôÝñù åìðåéñßá óôçí ÊëéíéêÞ Þ Åñ-
ãáóôçñéáêÞ Ïãêïëïãßá

- ÷ñçìáôïäüôçóç ãéá ôñßá (3) åñåõíçôéêÜ
ðñïãñÜììáôá äéáñêåßáò åíüò Ýôïõò

- ìßá (1) õðïôñïößá ÅSMO Athens Grant ’98,
ãéá ôçí åêðüíçóç åñåõíçôéêïý Ýñãïõ óôçí ÅëëÜ-
äá Þ ôï åîùôåñéêü

Ãéá ðëçñïöïñßåò ðåñß ôùí äéêáéïëïãçôéêþí
åðéêïéíùíåßôå ìå ôá ãñáöåßá ôçò ÅÏÐÅ, ôçë. &
fax: 210 6457971

¸íáñîç åéäéêüôçôáò ÐáèïëïãéêÞò
Ïãêïëïãßáò

ÌåôÜ áðü ðïëý ÷ñüíï êáé êüðï, Ýãéíå ç Ýíáñ-
îç ÷ïñÞãçóçò ôçò åéäéêüôçôáò ÐáèïëïãéêÞò Ïãêï-
ëïãßáò. ¹äç ïé ðñþôïé åéäéêåõüìåíïé îåêßíçóáí
ôçí åéäéêüôçôá ôçò Ðáèïëïãßáò Ïãêïëïãßáò óôéò
ÐáèïëïãéêÝò ÏãêïëïãéêÝò ÊëéíéêÝò ôùí Ðáíåðé-
óôçìéáêþí Íïóïêïìåßùí Éùáííßíùí êáé Çñáêëåßïõ
ÊñÞôçò. Åõ÷üìáóôå êáëÞ áñ÷Þ êáé ãñÞãïñá ðïë-
ëïß ðåñéóóüôåñïé íÝïé ãéáôñïß íá Ý÷ïõí ôç äõíá-
ôüôçôá Üóêçóçò óôçí ïãêïëïãßá óå üëåò ôéò ðá-
èïëïãéêÝò ïãêïëïãéêÝò êëéíéêÝò.

ÍÝá áð´üëï ôïí êüóìï

· Ï “ìáýñïò êüóìïò” ôïõ ×Üñïëíô Ðßíôåñ
Óôá 71 ôïõ ÷ñüíéá Ýíáò áðü ôïõò ìåãáëýôå-

ñïõò Âñåôáíïýò êáé äéåèíåßò èåáôñéêïýò óõããñá-
öåßò, ìßá óçìáíôéêÞ ðïëéôéêÞ ðñïóùðéêüôçôá, óõ-
íåéäçôüò áíôéññçóßáò êáé äéáñêÞò åðéêñéôÞò ôïõ
êáôåóôçìÝíïõ, ï Ðßíôåñ äéåãíþóèç ìå êáñêßíï
ôïõ ïéóïöÜãïõ. “ÂñÝèçêá óå Ýíá óêïôåéíü êüóìï
ðïõ äåí åß÷á éäÝá ðþò íá ôïí åñìçíåýóù. Åßíáé

óáí íá âïõôÜò óôïí ùêåáíü ÷ùñßò íá îÝñåéò êï-
ëýìðé. ÁðëÜ åðéðëÝåéò, âõèßæåóáé, óôï ôÝëïò Ýíá
Ý÷åé óçìáóßá: åßìáé åäþ. ÊáôÜ ôç äéÜñêåéá ôçò
÷çìåéïèåñáðåßáò êÜèåóáé êáé ç íïóïêüìá óïõ âÜæåé
óôï ÷Ýñé Ýíáí ïññü ìå ôá öÜñìáêá ðïõ ðñÝðåé
íá ðÜñåéò. Ç óõãêåêñéìÝíç íïóïêüìá ìïõ åßðå:
“ôá êáñêéíéêÜ êýôôáñá åßíáé áõôÜ ðïõ Ý÷ïõí îå-
÷Üóåé ðþò íá ðåèáßíïõí”. ÅðçñåÜóôçêá ôüóï ðïëý
áðü áõôÜ ôá ëüãéá, ðïõ üôáí Ýöõãá Ýãñáøá ôï
ðïßçìá ÊáñêéíéêÜ êýôôáñá”.

Cancer Cells

“Cancer cells are those which have forgotten
how to die”.

(Nurse, Royal Marsden Hospital)

They have forgotten how to die
And so extend their killing life.

I and my tumour dearly fight.
Let’s hope a double death is out.

I need to see my tumour dead
A tumour which forgets to die

But plans to murder me instead.

But I remember how to die
Though all my witnesses are dead.

But I remember what they said
Of tumours which would render them
As blind and dumb as they had been

Before the birth of that disease
Which brought the tumour into play.

The black cells will dry up and die
Or sing with joy and have their way.
They breed so quietly night and day,

You never know, they never say.

Harold Pinter, March 2002

· The Guardian, 26/8/2002
· www.haroldpinter.org

1Ðáèïëüãïò Ïãêïëüãïò, ÅðéìåëÞôñéá Á’, ÏãêïëïãéêÞ
ÊëéíéêÞ Íïóïêïìåßïõ Metropolitan, ÍÝï ÖÜëçñï, ÁèÞíá

ÂÇÌÁÔÉÓÌÏÉ...

Õðåýèõíç óôÞëçò: ¸ëåíá ËéíÜñäïõ1, MD, PhD
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Ôá óçìáíôéêüôåñá ôùí ðñüóöáôùí óõíåäñßùí

27o ÓõíÝäñéï ôçò ÅõñùðáúêÞò Åôáéñåßáò Êëé-
íéêÞò Ïãêïëïãßáò (Åuropean Society of Ìedical
Oncology, ESMO, 18-22 Ïêôùâñßïõ 2002, Íßêáéá,
Ãáëëßá)

· ÕøçëÝò äüóåéò ÷çìåéïèåñáðåßáò ãéá êáñêßíï
ìáóôïý õøçëïý êéíäýíïõ: ìéá éäÝá ðïõ äåí
åðéâåâáéþèçêå

Óôï Presidential Symposium ìå ôçí åõêáéñßá
ôçò ðáñïõóßáóçò ôùí áðïôåëåóìÜôùí ìßáò ôõ÷áéï-
ðïéçìÝíçò ìåëÝôçò ôïõ Anglo-Celtic Oncology
Group, óå ãõíáßêåò ìå êáñêßíï ìáóôïý õøçëïý êéí-
äýíïõ, óõæçôÞèçêå ï ñüëïò ôùí õøçëþí äüóåùí
÷çìåéïèåñáðåßáò óÞìåñá. Óôç ìåëÝôç ðïõ ðáñïõ-
óéÜóèçêå 605 ãõíáßêåò ìå êáñêßíï ìáóôïý êáé ôïõ-
ëÜ÷éóôïí 4 ëåìöáäÝíåò èåôéêïýò Ýëáâáí ìåôåã-
÷åéñçôéêÜ 4 êýêëïõò áäñéáìõêßíçò 75mg/m2 êáé
óôç óõíÝ÷åéá ôõ÷áéïðïéÞèçêáí åßôå óå õøçëÝò
äüóåéò ÷çìåéïèåñáðåßáò (high CMF) ìå ìåôáìü-
ó÷åõóç ðåñéöåñéêþí ðñüäñïìùí êõôôÜñùí, åßôå
óå óõìâáôéêÝò äüóåéò ÷çìåéïèåñáðåßáò ìå CMF.
Må äéÜìåóç ðáñáêïëïýèçóç 5.3 Ýôç, äåí õðÞñîå
óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ ïýôå óôçí åðéâßùóç
óõíïëéêÜ, áëëÜ ïýôå óôçí åëåýèåñç íüóïõ åðéâßù-
óç. Åðßóçò äåí öÜíçêå êáìßá õðåñï÷Þ üôáí áíá-
ëýèçêáí ôá áðïôåëÝóìáôá áíÜ óôñùìáôïðïßçóç.
Ôá áðïôåëÝóìáôá ôçò ìåëÝôçò áõôÞò Ýñ÷ïíôáé íá
ðñïóôåèïýí óôéò ðñïçãïýìåíåò Ýîé ìåëÝôåò õøç-
ëþí äüóåùí óå êáñêßíï ìáóôïý, åíéó÷ýïíôáò ôçí
Üðïøç üôé ç èåñáðåõôéêÞ áõôÞ áíôéìåôþðéóç äåí
ðñïóöÝñåé êëéíéêü üöåëïò óôïí êáñêßíï ôïõ ìá-
óôïý. Ôá áðïôåëÝóìáôá ðñïçãïýìåíùí ìåëåôþí
óõæçôÞèçêáí, üðïõ óå êÜðïéåò, óôá 3 Ýôç ðáñáêï-
ëïýèçóçò, äéáöáßíåôáé ìéêñÞ õðåñï÷Þ ôùí õøç-
ëþí äüóåùí üóïí áöïñÜ ôçí åëåýèåñç íüóïõ
åðéâßùóç Ýíáíôé ôçò óõìâáôéêÞò ÷çìåéïèåñáðåßáò.
Ç ìüíç ìåëÝôç ðïõ Ýäåéîå óôáôéóôéêÞ äéáöïñÜ, ç
ÑÅGASE 01, áöïñïýóå ìéêñü áñéèìü áóèåíþí ãéá
íá äþóåé óçìáíôéêÜ áðïôåëÝóìáôá, êáé åäþ äåí
õðÞñîå äéáöïñÜ óôç óõíïëéêÞ åðéâßùóç. ¸ôóé, ìå
ôá óçìåñéíÜ äåäïìÝíá, ç ÷ñÞóç õøçëþí äüóåùí
÷çìåéïèåñáðåßáò óõìðëçñùìáôéêÜ óå êáñêßíï ìá-
óôïý õøçëïý êéíäýíïõ, äåí Ý÷åé êáìßá èÝóç åêôüò
êëéíéêþí ìåëåôþí. ÔÝëïò, öáßíåôáé üôé óáöÞ áðÜ-
íôçóç èá äþóåé ìßá ìåôááíÜëõóç ôùí õðáñ÷ü-
íôùí ìåëåôþí óå áõôÞ ôçí Ýíäåéîç.

· Ç ïîáëéðëáôßíç óôç èåñáðåßá ôïõ ìåôáóôáôé-
êïý êïëïïñèéêïý êáñêßíïõ

Ôá áðïôåëÝóìáôá ôçò interim áíÜëõóçò ôçò
ôõ÷áéïðïéçìÝíçò óýãêñéóçò ìåôáîý ôïõ óõíäõá-

óìïý FOLFOX4 (ïîáëéðëáôßíç êáé 48-ùñç ÷ïñÞ-
ãçóç 5- FU/LV), ìå 5- FU/LV ìüíï, óôç èåñáðåßá
ôïõ ìåôáóôáôéêïý êïëïïñèéêïý êáñêßíïõ, ðáñïõ-
óéÜóôçêáí. Óôç ìåëÝôç áõôÞ ôõ÷áéïðïéÞèçêáí 821
áóèåíåßò ìå ìåôáóôáôéêü êïëïïñèéêü êáñêßíï, ðïõ
õðïôñïðßáóáí ìåôÜ áðü 1çò ãñáììÞò ×ÈÐ ìå CPT-
11 êáé bolus 5-FU/LV (ÉFL Þ Saltz regimen). Ï
óõíäõáóìüò ìå ôçí ïîáëéðëáôßíç Ýäùóå óôáôéóôé-
êÜ óçìáíôéêÞ äéáöïñÜ ôüóï üóïí áöïñÜ ôç ìåßù-
óç ôùí ó÷åôéæüìåíùí ìå ôç íüóï óõìðôùìÜôùí,
óôçí áíôéêåéìåíéêÞ áíôáðüêñéóç (ORR) üóï êáé
óôçí êáèõóôÝñçóç ôçò ðñïüäïõ íüóïõ (TTP),
÷ùñßò åðéðñüóèåôç ôïîéêüôçôá. Ðáñüëï ðïõ óõ-
æçôÞèçêå üôé Þôáí ßóùò áíáìåíüìåíï ï óõíäõá-
óìüò ìå ôï infusional 5-FU íá äþóåé êáëýôåñá
áðïôåëÝóìáôá ìåôÜ áðü 1çò ãñáììÞò bolus 5-
FU, ôá áðïôåëÝóìáôá ôçò ìåëÝôçò áõôÞò ðñïóÝ-
öåñáí áðüäåéîç åðéðÝäïõ 1 (level 1 evidence) ôç
äåýôåñçò ãñáììÞò èåñáðåßá, êáé ìå âÜóç áõôÜ
äüèçêå áðü ôï FDA ç Ýãêñéóç óôçí ïîáëéðëáôßíç
ãéá èåñáðåßá áóèåíþí ìå ìåôáóôáôéêü êïëïïñèé-
êü êáñêßíï ðïõ áðÝôõ÷áí óôçí 1çò ãñáììÞò èå-
ñáðåßá.

· ZD1839 óå óõíäõáóìü ìå ÷çìåéïèåñáðåßá, óå
ðñï÷ùñçìÝíï ìç ìéêñïêõôôáñéêü êáñêßíï ðíåý-
ìïíá (NSCLC): áðïôõ÷ßá áíÜäåéîçò êëéíéêïý
ïöÝëïõò

Ôá áðïôåëÝóìáôá ôçò ìåëÝôçò öÜóçò ÉÉÉ IN-
TACT-2, óå NSCLC ìå ôïí ìïñéáêü ðáñÜãïíôá
ZD1839 (Éressa) ìüíï Þ óå óõíäõáóìü ìå ÷ç-
ìåéïèåñáðåßá (ðáêëéôáîÝëç êáé êáñìðïðëáôßíç)
ðáñïõóéÜóôçêáí. Äåí öÜíçêå êëéíéêü üöåëïò áðü
ôçí ðñïóèÞêç ôïõ Éressa óå ÷çìåéïèåñáðåßá.
Åðßóçò ðáñïõóéÜóôçêáí ôá áðïôåëÝóìáôá ìßáò
Üëëçò ìåëÝôçò ìå óõíäõáóìü Éressa êáé ãåìóéôá-
ìðßíç êáé óéóðëáôßíç. Êáé óå áõôÞ ôç ìåëÝôç äåí
õðÞñîå êëéíéêü üöåëïò áðü ôçí ðñïóèÞêç ôïõ
Éressa. ÓõíïëéêÜ óôç ìåëÝôç áõôÞ åéóÞëèáí 1093
áóèåíåßò êáé ìåôÜ áðü 12 ìÞíåò ðáñáêïëïýèçóç,
äåí õðÞñîå óôáôéóôéêÜ óçìáíôéêÞ äéáöïñÜ óå êáìßá
áðü ôéò ðáñáìÝôñïõò ôçò ìåëÝôçò, åíþ ç ôïîéêü-
ôçôá Þôáí ðáñüìïéá, åêôüò ôçò áõîçìÝíçò óõ-
÷íüôçôáò åìöÜíéóçò äéáññïéþí êáé åîáíèÞìáôïò
áðü ôï Éressa. Ôá áñíçôéêÜ áõôÜ áðïôåëÝóìáôá
ó÷ïëéÜóôçêáí êáé óõæçôÞèçêáí áðü ôïí Dr
Lawrence Einhorn, ï ïðïßïò ìåôáîý Üëëùí ó÷ï-
ëßáóå ôï ãåãïíüò üôé óôïõò ðëçèõóìïýò ôùí ìå-
ëåôþí áõôþí ðïõ áöïñïýóáí íÝïõò ìïñéáêïýò
ðáñÜãïíôåò, äåí åß÷áí ðñïçãçèåß baseline ìåëÝ-
ôåò ôùí ìïñéáêþí óôü÷ùí, êÜôé ðïõ ßóùò èá ìðï-
ñïýóå íá âïçèÞóåé óôçí áíÜëõóç ôïõ ãéáôß ç
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ðñïóÝããéóç áõôÞ áðÝôõ÷å. Êáé Ýêëåéóå ôçí ðá-
ñïõóßáóÞ ôïõ ìå ôï ðñïöçôéêü “ðñïóï÷Þ óôçí
áâÜóéìç õðåñâïëÞ”...

· ÃçñéáôñéêÞ Ïãêïëïãßá: ðïëëïß çëéêéùìÝíïé
áóèåíåßò ìå êáñêßíï äåí ëáìâÜíïõí ôç óùóôÞ
èåñáðåßá áðü ôï öüâï ðéèáíÞò ôïîéêüôçôáò

Óôç ìåãÜëç ðëåéïøçößá ôùí çëéêéùìÝíùí ãõ-
íáéêþí ìå êáñêßíï ùïèçêþí äåí ðñïóöÝñåôáé ç
óùóôÞ èåñáðåßá, äéüôé ï ãéáôñüò ôïõò öïâÜôáé
ôçí ðéèáíÜ áõîçìÝíç ôïîéêüôçôá ôùí öáñìÜêùí.
¼ìùò õðÜñ÷ïõí ðïëý ëßãåò åíäåßîåéò üôé ïé çëé-
êéùìÝíåò ãõíáßêåò äéáôñÝ÷ïõí ìåãáëýôåñï êßí-
äõíï áðü ôéò íåþôåñåò. Ìßá ãáëëéêÞ ìåëÝôç ðå-
ñéÝëáâå 83 áóèåíåßò çëéêßáò Üíù ôùí 70 åôþí,
óå ìßá ðñïóðÜèåéá íá êáèïñßóåé ðïéåò áóèåíåßò
èá ùöåëçèïýí ðñáãìáôéêÜ áðü ôç óõìâáôéêÞ
÷çìåéïèåñáðåßá, áíáäåéêíýïíôáò üôé ç óùóôÞ èå-
ñáðåßá ìðïñåß íá äïèåß ÷ùñßò öüâï ôïîéêüôçôáò
óå üëåò ôéò çëéêßåò. Ôá áðïôåëÝóìáôá äå ìßáò
Üëëçò ìåëÝôçò óå 179 çëéêéùìÝíåò ãõíáßêåò ìå
êáñêßíï ìáóôïý, Ýäåéîáí üôé êáé ïé çëéêéùìÝíåò
áóèåíåßò ìðïñïýí íá áíå÷èïýí åîßóïõ êáëÜ éó÷õ-
ñÝò èåñáðåßåò, éäéáßôåñá óÞìåñá ðïõ ðïëëÝò õðï-
óôçñéêôéêÝò èåñáðåßåò åßíáé äéáèÝóéìåò. Åßíáé,
ëïéðüí, ôüóï ëÜèïò üóï êáé áíÞèéêï íá äéáêñßíï-
íôáé ïé áóèåíåßò ìå ìüíï êñéôÞñéï ôçí çëéêßá ôïõò.

· Ç ôå÷íïëïãßá ôùí microchips ãéá ôçí áíÜëõ-
óç ãïíéäßùí êáñêßíïõ

Ï Dr Martin Fey, áðü ôï Éíóôéôïýôï ÊëéíéêÞò
Ïãêïëïãßáò ôçò ÂÝñíçò, ðáñïõóßáóå ðïëý ðáñá-
óôáôéêÜ ôá íåþôåñá äåäïìÝíá üóïí áöïñÜ ôçí
ôå÷íïëïãßá ôùí DNA microarrays, êáé ôç ìåëëï-
íôéêÞ ðñïóöïñÜ áõôþí ôùí ôå÷íïëïãéþí óôçí
ðñüãíùóç êáé äéÜãíùóç ôïõ êáñêßíïõ. ÌåôÜ áðü
ìßá áíÜëõóç ôçò ìåèïäïëïãßáò ôùí ôå÷íéêþí
microarrays, óõæçôÞèçêáí ïé ðïëëáðëÝò ìåëëï-
íôéêÝò åöáñìïãÝò ôïõò óôçí ïãêïëïãßá. Ç ôáîé-
íüìçóç ôùí üãêùí ðÝñáí ôçò áíáôïìéêÞò ôïõò
èÝóçò, èá ìðïñåß íá åðåêôáèåß óå áõôÞ ìå âÜóç
õðïïìÜäåò ãïíéäßùí ðïõ ç ÝêöñáóÞ ôïõò èá åß-
íáé ÷áñáêôçñéóôéêÞ ãéá êÜðïéá óõãêåêñéìÝíç ïìÜäá
íåïðëáóéþí. Ç ôå÷íïëïãßá ôùí microarrays èá
ìáò äþóåé ôçí äõíáôüôçôá íá êáèïñßóïõìå ìï-
ñéáêïýò ðáñÜãïíôåò ðïõ èá ìðïñïýí íá ðñïâëÝ-
øïõí ôçí åðéôõ÷ßá Þ ü÷é ìßáò äåäïìÝíçò èåñá-
ðåßáò. ̧ ôóé ç “óôï÷åõìÝíç” èåñáðåßá ü÷é ìüíï èá
âåëôéþíåé ôçí áðïôåëåóìáôéêüôçôá, áëëÜ èá ìåéþ-
íåé ôéò ðáñåíÝñãåéåò êáé ôï êüóôïò, ìéá êáé èá
áðïêëåßïíôáé åî áñ÷Þò Ü÷ñçóôá öÜñìáêá. Ç áíÜ-
ëõóç ãïíéäßùí ìå ôçí ôå÷íïëïãßá ôùí microar-

rays èá åßíáé äéáèÝóéìç óå ìåãÜëá åñåõíçôéêÜ
êÝíôñá óôá åðüìåíá ÷ñüíéá, üìùò äåí èá åßíáé
åõñÝùò äéáèÝóéìç ãéá ôïõëÜ÷éóôïí ìßá áêüìç äå-
êáåôßá. Ôá ðñïâëÞìáôá óôçí áíÜðôõîç êáé ïé ôù-
ñéíïß ðåñéïñéóìïß áõôþí ôùí ôå÷íïëïãéþí óõæç-
ôÞèçêáí åðßóçò, ðñéí êëåßóåé áõôÞ ç ôüóï ðåôõ-
÷çìÝíç ðáñïõóßáóç, ìå ôçí Ýêöñáóç ôçò áíá-
ãêáéüôçôáò óÞìåñá ãéá óõëëïãÞ âéïëïãéêïý õëé-
êïý áðü üëïõò ôïõò áóèåíåßò ìáò, ìéá êáé ïé óôñá-
ôçãéêÝò ÷áñáêôçñéóìïý êáé áíáãíþñéóçò ìïñéá-
êþí ðáñáãüíôùí êáé áíèñþðéíùí ðñùôåúíþí óõ-
íå÷þò åîåëßóóïíôáé, ðñïóöÝñïíôáò áðåñéüñéóôåò
äõíáôüôçôåò ãéá ôéò äéáãíùóôéêÝò êáé èåñáðåõôé-
êÝò ðñïóåããßóåéò ôïõ êáñêßíïõ óôï ìÝëëïí.

· Ôï ðñþôï óõìðüóéï ïñãáíùìÝíï áðïêëåéóôéêÜ
áðü ÍÝïõò Åõñùðáßïõò Ïãêïëüãïõò- Ðáèïëü-
ãïõò (young medical oncologists forum)

Ôï ðñþôï åíèïõóéþäåò óõìðüóéï ôùí ÍÝùí
Åõñùðáßùí Ïãêïëüãùí Ýãéíå ðñáãìáôéêüôçôá ôç
ÄåõôÝñá 21 Ïêôùâñßïõ óôç Íßêáéá. Ïé ÍÝïé Åõ-
ñùðáßïé Ïãêïëüãïé (young medical oncologists,
YMO) áðïôåëïýí ìéá íÝï-óõóôáèåßóá ïìÜäá åñ-
ãáóßáò (working group) óôá ðëáßóéá ôùí äñáóôç-
ñéïôÞôùí ôçò ESMO, ðïõ éäñýèçêå ôï 2001, áíôé-
ðñïóùðåýåé ðåñßðïõ 500 íåáñÜ ìÝëç ôçò ESMO
(êÜôù ôùí 40 åôþí) êáé Ý÷åé óêïðü ôçí óõíå÷éæü-
ìåíç åêðáßäåõóÞ ôïõò, ôçí áíáãíþñéóç ôùí éäéáß-
ôåñùí ðñïâëçìÜôùí ôïõò êáé ôçí ðñïþèçóç ôùí
êïéíþí ôïõò óôü÷ùí. Ôï óõìðüóéï óôç Íßêáéá Þôáí
ôï ðñþôï áðü ôá ó÷Ýäéá ôçò ïìÜäáò êáé áöïñïý-
óå ôï ñüëï ôï íÝùí ïãêïëüãùí óôçí áíôéìåôþðé-
óç ôùí áóèåíþí õøçëïý êéíäýíïõ êáèþò êáé áõ-
ôþí ìå áñ÷éêÜ óôÜäéá êáñêßíïõ, óõæçôþíôáò ðá-
ñáäåßãìáôá êëéíéêþí ðåñéóôáôéêþí êáñêßíïõ ìá-
óôïý. Ôá êõñéüôåñá åñùôÞìáôá áöïñïýóáí ôï ðþò
åêôéìÜôáé ï êßíäõíïò, ðüôå èá ðáñáðÝìøïõìå Ýíá
áóèåíÞ ãéá ãåíåôéêü Ýëåã÷ï, ðþò äéáãéãíþóêïõ-
ìå ìåôáëëÜîåéò, ìå ðïéåò ðñïûðïèÝóåéò èá îåêé-
íÞóåé ìßá ìåëÝôç ÷çìåéïðñïöýëáîçò, ê.Ü. ¸ãéíáí
ðïëý Ýãêõñåò êáé Üñôéá åíçìåñùìÝíåò ðáñïõóéÜ-
óåéò áðü íÝïõò ïãêïëüãïõò êáé óôç óõíÝ÷åéá áêï-
ëïýèçóå åêôåôáìÝíç óõæÞôçóç êáé ãüíéìç áíôé-
ðáñÜèåóç ìå äéáêåêñéìÝíïõò “ìåãáëýôåñïõò” óõ-
íáäÝëöïõò ïãêïëüãïõò. ÐïëëÜ åßíáé ôá ó÷Ýäéá
ôçò ïìÜäáò ôùí ÍÝùí Åõñùðáßùí Ïãêïëüãùí
ãéá ôï ìÝëëïí, êáé ðåñéëáìâÜíïõí óçìáíôéêÜ cours-
es êáèþò êáé ôï ðñþôï åêðáéäåõôéêü êáëïêáéñéíü
óõíÝäñéï ôçò ÅSMO óôéò 19-22 Éïõíßïõ 2003 óôï
Åäéìâïýñãï ôçò Óêùôßáò (ESMO Summer Educa-
tional Conference; ESEC 2003).
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13th EORTC-NCI-AACR Conference on Mo-
lecular Targets and Cancer Therapeutics, 19-
22 Íïåìâñßïõ 2002, Öñáãêöïýñôç, Ãåñìáíßá

· Ðëýóåéò óôüìáôïò ìå áñáéùìÝíï äéÜëõìá áäå-
íïúïý ìðïñåß íá ðñïëÜâïõí ôçí áíÜðôõîç
ðñïêáñêéíéêþí äõóðëáóôéêþí óôïìáôéêþí âëá-
âþí

Ðåñßðïõ 30-40% ôùí äõóðëáóôéêþí óôïìáôé-
êþí âëáâþí åìðåñéÝ÷ïõí åíåñãïðïéçìÝíåò ìå-
ôáëëÜîåéò ôïõ ãïíéäßïõ p53, êáé åíþ ç êëáóóéêÞ
áíôéìåôþðéóç ìå ÷åéñïõñãéêÞ áöáßñåóÞ ôïõò,
áðáëëÜóóåé áðü óõãêåêñéìÝíåò åíôïðßóåéò, äåí
ìåéþíåé ôá ðïóïóôÜ åìöÜíéóçò êáñêßíïõ. ÄïêéìÜ-
óôçêå ëïéðüí Ýíá óôïìáôéêü äéÜëõìá ðïõ ðåñéÝ-
÷åé áñáéùìÝíåò óõãêåíôñþóåéò ôïõ ONYX-015,
åíüò áäåíïúïý, ðïõ äåí ìåôáöÝñåé ìßá áíáãêáßá
ãéá ôïí ðïëëáðëáóéáóìü ôïõ éïý ðñùôåßíç, ðïõ
óõíäÝåôáé êáé áðåíåñãïðïéåß ôï êõôôáñéêü p53,
Ýôóé þóôå ï ONYX-015 íá åßíáé åêëåêôéêÜ êõôôá-
ñïôïîéêüò ãéá ðñïêáñêéíéêÝò êáé êáñêéíéêÝò âëÜ-
âåò ìå Ýëëåéøç p53 (p53-deficient cancers). Óôç
ìåëÝôç öÜóçò ÉÉ ðïõ ðáñïõóéÜóôçêå, 22 áóèåíåßò
ìå êëéíéêÜ åìöáíÞ éóôïëïãéêÞ äõóðëáóßá, Ýëáâáí
óôïìáôéêü äéÜëõìá ONYX-015. ̧ ãéíå ïñïëïãéêüò
Ýëåã÷ïò ôßôëùí áíôé- áäåíïúïý êáé âéïøßåò ôùí
ðñïóâåâëçìÝíùí âëåííïãüíùí ôùí áóèåíþí ôçò
ìåëÝôçò, Ýäåéîáí ðëÞñç éóôïëïãéêÞ åîÜëåéøç ôçò
äõóðëáóßáò óå 4 áðü ôïõò 19 åêôéìÞóéìïõò áóèå-
íåßò, êáé óçìáíôéêÞ âåëôßùóç óå Üëëïõò 3 áóèå-
íåßò. Ç èåñáðåßá Þôáí ðïëý êáëÜ áíåêôÞ, ÷ùñßò
ôïîéêüôçôá ìåãáëýôåñç áðü grade 2. Ìå âÜóç ôá
åíèáññõíôéêÜ áõôÜ áðïôåëÝóìáôá, èá ìåëåôçèåß
ðïéá åßíáé ç óùóôÞ äéÜñêåéá ÷ïñÞãçóçò ôïõ äéá-
ëýìáôïò ôïõ éïý þóôå íá åðéôåõ÷èïýí ìáêñÜò
äéÜñêåéáò áíôáðïêñßóåéò.

· Ýíáò íÝïò ìïñéáêüò áíáóôïëÝáò âÜóç ãéá áõ-
ôüëïãá-åìâüëéá åíáíôßïí ôïõ êáñêßíïõ

ÐåéñáìáôéêÜ äåäïìÝíá ðáñïõóéÜóôçêáí áðü ôç
÷ñÞóç åíüò íÝïõ áíáóôïëÝá ðñùôåïóþìáôïò (Bort-
ezomib, PS-341, proteasome inhibitor) ðïõ Þäç Ý÷åé
ðÜñåé fast-track status áðü ôï FDA ìå ôç ìïñöÞ
åìâïëßïõ ãéá ôç èåñáðåßá ôïõ ðïëëáðëïý ìõåëþ-
ìáôïò. Ï áíáóôïëÝáò áõôüò ìåëåôÞèçêå óå óõí-
äõáóìü ìå áêôéíïâïëßá óå ðåéñáìáôéêÜ ìïíôÝëá
æþùí ìå ìåôáóôáôéêü êáñêßíï ìáóôïý, êáé öÜíçêå
üôé ìðïñïýóå íá åêëýåé áíïóïëïãéêÝò áðáíôÞóåéò
éêáíÝò íá ìåéþóïõí ôçí áýîçóç ôüóï ôïõ ðñùôï-
ðáèïýò üãêïõ üóï êáé ôùí ìåôáóôáôéêþí åíôïðß-
óåùí. Ôá èåáìáôéêÜ ðñïêëéíéêÜ áðïôåëÝóìáôá ïäÞ-
ãçóáí óôï ó÷åäéáóìü êáé Ýíáñîç êëéíéêÞò ìåëÝôçò
óå áóèåíåßò ìå ðñï÷ùñçìÝíï êáñêßíï ôïõ ìáóôïý.

Ãíùñßæåôå ïôé...

· ...ðáñáôçñÞèçêå óçìáíôéêÞ áýîçóç ôùí èáíÜ-
ôùí áðü êáñêßíï óôçí ÅëëÜäá...

Óýìöùíá ìå ðñüóöáôá óôïé÷åßá ôçò Ðáãêü-
óìéáò ÏñãÜíùóçò Õãåßáò, ôá ôåëåõôáßá 30 ÷ñü-
íéá ïé èÜíáôïé áðü êáñêßíï óôç ÷þñá ìáò áõîÞ-
èçêáí êáôÜ 15.5%, åíþ óå Üëëåò ÷þñåò ôçò Åõ-
ñùðáúêÞò ¸íùóçò, üðùò ç Ãåñìáíßá, Ãáëëßá, Áã-
ãëßá êáé Öéíëáíäßá ðáñïõóéÜæïõí ôÜóç ìåßùóçò.
Áîéïóçìåßùôï åßíáé äå üôé ç áýîçóç ðÜíù áðü
50% êáôáãñÜöåôáé, ôï ßäéï äéÜóôçìá, óôïõò èá-
íÜôïõò áðü óõãêåêñéìÝíåò ìïñöÝò êáñêßíïõ, üðùò
êáñêßíïò ôïõ ðíåýìïíá (áýîçóç èáíÜôùí êáôÜ
52.74%), ôñá÷Þëïõ ìÞôñáò (52.67%) êáé ìáóôïý
(53.27%). Óýìöùíá åðßóçò ìå åðßóçìá óôïé÷åßá,
ïé ìéóÝò Åëëçíßäåò Üíù ôùí 45 åôþí, åðéóêÝðôï-
íôáé ôï ãõíáéêïëüãï ôïõò êÜèå 7.5 ÷ñüíéá! ÌÞ-
ðùò êÜðïéïé ïöåßëïõí íá äåßîïõí ðåñéóóüôåñç
ðñïóï÷Þ óôéò óôáôéóôéêÝò;

· ...äåí ðñïóèÝôåé êëéíéêü üöåëïò ç ÷çìåéïèå-
ñáðåßá õøçëþí äüóåùí óôïí ìéêñïêõôôáñéêü
êáñêßíï ôïõ ðíåýìïíá (SCLC)...

H ïìÜäá ìåëÝôçò êáñêßíïõ ôïõ ðíåýìïíá ôçò
EORTC (Lung Cancer Group) ðñüóöáôá äçìïóßåõóå
ôá áðïôåëÝóìáôá ôõ÷áéïðïéçìÝíçò ìåëÝôçò öÜ-
óçò ÉÉÉ óå áóèåíåßò ìå SCLC (ðåñéïñéóìÝíç êáé
åêôåôáìÝíç íüóï). 244 áóèåíåßò ôõ÷áéïðïéÞèçêáí
íá ëÜâïõí åßôå óõìâáôéêÝò äüóåéò CDE (cyclophos-
phamide, doxorubicin, etoposide) åßôå õøçëÝò åíôá-
ôéêïðïéçìÝíåò äüóåéò ôïõ ßäéïõ óõíäõáóìïý ìå
ðñïöõëáêôéêÞ ÷ïñÞãçóç áõîçôéêïý ðáñÜãïíôá
ëåõêþí áéìïóöáéñßùí. Äåí öÜíçêå óôáôéóôéêÜ óç-
ìáíôéêÞ äéáöïñÜ óå êáìßá áðü ôéò ðáñáìÝôñïõò
ôçò ìåëÝôçò (óõíïëéêÞ áíôáðüêñéóç, äéÜìåóç åðé-
âßùóç, 2-åôÞò åðéâßùóç, åëåýèåñï íüóïõ äéÜóôç-
ìá). Ç ôïîéêüôçôá, üðùò áíáìåíüôáí Þôáí óïâá-
ñüôåñç óôï óêÝëïò ôçò åíôáôéêïðïéçìÝíçò èåñá-
ðåßáò. Ïé åñåõíçôÝò êáôáëÞãïõí üôé ç áýîçóç ôçò
Ýíôáóçò ôçò äüóçò ôïõ CDE êáôÜ 70% äåí ðñï-
óöÝñåé üöåëïò óôçí åðéâßùóç, åíþ åßíáé áíáãêáßá
ç äéåíÝñãåéá ìåôááíÜëõóçò ôùí áíÜëïãùí ìåëå-
ôþí ãéá íá äïèåß îåêÜèáñç áðÜíôçóç óôï åñþôç-
ìá ôçò åíôáôéêïðïßçóçò ôçò äüóçò óôï SCLC.

Árdizzoni A., et al. J Clin Oncol 2002; 20:
3947-3955.

· ...ï ñüëïò ôçò áêôéíïèåñáðåßáò ìåôÜ áðü óõ-
íôçñçôéêÞ åðÝìâáóç êáñêßíïõ ìáóôïý åßíáé
óçìáíôéêüò áêüìá êáé óå ðïëý ìéêñïýò üãêïõò...

Ôá áðïôåëÝóìáôá ìßáò ðïëý óçìáíôéêÞò ìåëÝ-
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ôçò ôïõ National Surgical Adjuvant Breast and
Bowel Project (NSABP-B21 trial) äçìïóéåýôçêáí
ðñüóöáôá. Ç ìåëÝôç áõôÞ áöïñïýóå ôï ñüëï ôçò
óõìðëçñùìáôéêÞò áêôéíïèåñáðåßáò êáé ôáìïîéöÝ-
íçò óå áóèåíåßò ìå êáñêßíï ìáóôïý ìå áñíçôé-
êïýò ëåìöáäÝíåò êáé äéÜìåôñï üãêïõ ìéêñüôåñç
Þ ßóç ôïõ 1 åêáôïóôïý. Ï óõíäõáóìüò áêôéíïèå-
ñáðåßáò ìåôÜ ïãêåêôïìÞ êáé ÷ïñÞãçóçò ôáìïîé-
öÝíçò óõãêñßèçêå ìå ôï êáèÝíá ÷ùñéóôÜ, üóïí
áöïñÜ ôçí ðñüëçøç õðïôñïðÞò óôï óýóôïé÷ï
ìáóôü, óôïí Üëëï ìáóôü, êáèþò êáé áðïìáêñõ-
óìÝíçò íüóïõ. ÓõíïëéêÜ 1000 áóèåíåßò ôõ÷áéï-
ðïéÞèçêáí óå Ýíá áðü ôá ôñßá óêÝëç ôçò ìåëÝ-
ôçò, ôáìïîéöÝíç ìüíï, áêôéíïèåñáðåßá êáé place-
bo, áêôéíïèåñáðåßá êáé ôáìïîéöÝíç. O óõíäõá-
óìüò áêôéíïèåñáðåßáò êáé ôáìïîéöÝíçò Þôáí ï
ðéï áðïôåëåóìáôéêüò óôçí ðñüëçøç õðïôñïðÞò
óôïí ßäéï ìáóôü, ç ÷ïñÞãçóç ôáìïîéöÝíçò Þôáí
ëéãüôåñï áðïôåëåóìáôéêÞ áðü ôçí áêôéíïèåñá-
ðåßá óôçí ðñüëçøç õðïôñïðÞò óôïí ßäéï ìáóôü,
üìùò Þôáí áðïôåëåóìáôéêüôåñç (ìå Þ ÷ùñßò áêôé-
íïèåñáðåßá) óôçí ðñüëçøç åìöÜíéóçò êáñêßíïõ
óôïí Üëëï ìáóôü, åíþ äåí õðÞñ÷áí äéáöïñÝò
áíÜìåóá óôéò ôñåéò ïìÜäåò üóïí áöïñÜ ôçí ðñü-
ëçøç áðïìáêñõóìÝíçò íüóïõ. Ïé åñåõíçôÝò êá-
ôáëÞãïõí üôé ç ÷ñÞóç áêôéíïèåñáðåßáò ìå Þ ÷ù-
ñßò ôáìïîéöÝíç ìåôÜ áðü óõíôçñçôéêÞ åðÝìâáóç
ìáóôïý óå ãõíáßêåò ìå êáñêßíï ìáóôïý ßóï Þ ìé-
êñüôåñï ôïõ 1 åê., åßíáé áðïôåëåóìáôéêÞ óôçí
ðñüëçøç ôïðéêþí õðïôñïðþí êáé üôé ôá áðïôå-
ëÝóìáôá ôçò ðáñïýóçò ìåëÝôçò èá ðñÝðåé íá
ëáìâÜíïíôáé õðüøç óôï ó÷åäéáóìü èåñáðåõôéêþí
ðñïóåããßóåùí óå áóèåíåßò ìå áñíçôéêïýò ëåìöá-
äÝíåò êáé ìéêñïýò üãêïõò.

Fisher B., et al. J Clin Oncol 2002; 20: 4141-
4149.

· ...ç áðïôõ÷ßá ôçò öëïõôáìßäçò óå áóèåíåßò ìå
êáñêßíï ôïõ ðñïóôÜôç ìðïñåß íá ïöåßëåôáé óå
åíåñãïðïßçóç ôçò ïäïý ôïõ åðéäåñìïåéäÞ áõ-
îçôéêïý ðáñÜãïíôá (EGF)...

Ðñüóöáôç Ýñåõíá áíÝäåéîå ìßá ðéèáíÞ åîÞãç-
óç ãéá ôçí áðïôõ÷ßá èåñáðåßáò ìå áíôéáíäñïãü-
íá óå êáñêßíï ôïõ ðñïóôÜôç. Óå âéïøéêü õëéêü
áíáäåß÷èçêå üôé ç öëïõôáìßäç åêôüò áðü áíôéáí-
äñïãüíï, Ý÷åé äñÜóç åíåñãïðïéçôÞ ôçò ïäïý ôçò
ÌÁÑ êéíÜóçò, ðïõ óõíäÝåôáé ìå áýîçóç ôïõ üãêïõ.
¸ôóé óå êýôôáñá êáñêßíïõ ðñïóôÜôç ðïõ äåí Ý÷ïõí
ôïí õðïäï÷Ýá áíäñïãüíùí, ç öëïõôáìßäç åíåñ-
ãïðïéåß ôçí ïäü ôçò ÌÁÑ êéíÜóçò, êáé áõôÞ ç
åíåñãïðïßçóç ìðïñåß íá áíáóôáëåß ìÝóù äéáêï-
ðÞò ôïõ óÞìáôïò ôïõ õðïäï÷Ýá EGF. Ìå âÜóç ôá

äåäïìÝíá áõôÜ, åßíáé ðéèáíü ç èåñáðåõôéêÞ óôñá-
ôçãéêÞ ôçò áíôéáíäñïãïíéêÞò èåñáðåßáò íá ÷ñåéÜ-
æåôáé ôñïðïðïßçóç Þ åíßó÷õóç ìå áíáóôïëåßò ôïõ
õðïäï÷Ýá EGF.

Lee YF., et al. Cancer Res. 2002; 62: 6039-44.

· ....ï êáñêßíïò ôïõ ìáóôïý “åîáöáíßæåé” ôï p27
áðü ôïí êõôôáñéêü ðõñÞíá...

Ôá ðåñéóóüôåñá áðü ôá ãïíßäéá ðïõ åëÝã÷ïõí
ôïí êõôôáñéêü êýêëï åßíáé ìåôáëëáãìÝíá óå íåï-
ðëáóßåò, ìåñéêÜ áðü áõôÜ áñêåôÜ óõ÷íÜ, ìå ãíù-
óôüôåñá ôá k-ras êáé p53. Ìßá ÷áñáêôçñéóôéêÞ
åîáßñåóç åßíáé ôï p27, ôï ïðïßï åßíáé Ýíáò åîáñ-
ôþìåíïò áðü êõêëßíç áíáóôïëÝáò êéíÜóçò (cdk2),
áíáóôïëÝáò ôïõ êõôôáñéêïý êýêëïõ. Ç ðñùôåÀíç
êéíÜóç Akt åßíáé Ýíá áðü ôá âáóéêÜ ìüñéá óå êõô-
ôáñéêÝò ïäïýò ó÷åôéæüìåíåò ìå ôçí ïãêïãÝíåóç,
ìå áðïôÝëåóìá óõ÷íÜ íá âñßóêåôáé åíåñãïðïéç-
ìÝíç óå ðïëëÝò ìïñöÝò êáñêßíïõ. Ôñåéò áíåîÜñ-
ôçôåò áëëÜ óõìðëçñùìáôéêÝò ìåôáîý ôïõò åñåõ-
íçôéêÝò ìåëÝôåò äçìïóßåõóáí ðñüóöáôá ôá áðï-
ôåëÝóìáôÜ ôïõò üóïí áöïñÜ ôç äñÜóç ôçò åíåñ-
ãïðïéçìÝíçò ðñùôåÀíçò Akt óôçí “áðáãüñåõóç”
ôçò åéóüäïõ ôïõ p27 óôïí ðõñÞíá. Êáé ïé ôñåéò
åñåõíçôéêÝò ïìÜäåò ÷ñçóéìïðïßçóáí äéÜöïñïõò
ôñüðïõò åíåñãïðïßçóçò ôçò ðñùôåÀíçò Akt ãéá
íá äåßîïõí ôï ßäéï áðïôÝëåóìá. Ãéá ðáñÜäåéãìá,
áðåíåñãïðïßçóç ôçò ðñùôåÀíçò Akt ìÝóù ôïõ
áíôáãùíéóôÞ ôïõ ÇÅR2 Çerceptin, åðéôñÝðåé ôçí
åðéóôñïöÞ ôïõ p27 óôïí ðõñÞíá êáé áíáóôïëÞ
ôçò cdk2. ×áìçëÜ åðßðåäá p27 åßíáé ãíùóôü üôé
óõíäÝïíôáé ìå åðéèåôéêüôçôá üãêùí êáé öôù÷Þ
åðéâßùóç ôùí áóèåíþí. Áíáëýïíôáò 128 äåßãìá-
ôá áóèåíþí ìå êáñêßíï ìáóôïý, öÜíçêå üôé ïé
áóèåíåßò ìå ôá õøçëÜ åðßðåäá p27 êáé éó÷õñÞ
åíäïðõñçíéêÞ åíôüðéóç åß÷áí ôá õøçëüôåñá ðï-
óïóôÜ åðéâßùóçò, óå áíôßèåóç ìå áõôÝò ìå ÷áìç-
ëÜ åðßðåäá êáé êõôôáñïðëáóìáôéêÞ åíôüðéóç ôïõ
p27. Ôüóï óôéò áóèåíåßò ìå õøçëÜ üóï êáé óå
áõôÝò ìå ÷áìçëÜ åðßðåäá p27 ç êõôôáñïðëáóìá-
ôéêÞ åíôüðéóç ôïõ p27 ðÜíôá óõó÷åôéæüôáí ìå
öôù÷Þ åðéâßùóç. Ôá äåäïìÝíá áõôþí ôùí ìåëå-
ôþí Ý÷ïõí óçìáíôéêÝò ðñïåêôÜóåéò ãéá ôï ñüëï
ôïõ p27 óôçí ðñüëçøç íüóïõ êáé Ýêâáóç èåñá-
ðåéþí. Ôï p27 ìðïñåß íá ìçí åßíáé Ýíá ïãêïêáôá-
óôáëôéêü ãïíßäéï, öáßíåôáé üìùò üôé åßíáé ìßá
ïãêïêáôáóôáëôéêÞ ðñùôåÀíç. Áðü ðëåõñÜò áíôé-
êáñêéíéêþí èåñáðåéþí ç äéáöïñÜ ìåôáîý ôùí äýï
åßíáé ðïëý óçìáíôéêÞ. Åíþ åßíáé åîáéñåôéêÜ äý-
óêïëï íá äéïñèþóåé êáíåßò ôç ëåéôïõñãßá åíüò
ðáèïëïãéêïý ïãêïêáôáóôáëôéêïý ãïíéäßïõ, öáßíå-
ôáé üôé åßíáé åöéêôü åðáíïñèþóåé êáíåßò öáñìá-
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êïëïãéêÜ ôç ëåéôïõñãßá ìßáò “ëÜèïò” ôïðïèåôç-
ìÝíçò p27 ïãêïêáôáóôáëôéêÞò ðñùôåÀíçò. Ïé
ìåëÝôåò áõôÝò Ýñ÷ïíôáé íá åíéó÷ýóïõí ôç ãíþóç
ãéá ôï óçìáíôéêü ñüëï ðïõ ðáßæåé ôï p27 óôç
íåïðëáóßá, íá áíáäåßîïõí ôçí ðéèáíÞ ðñïãíùóôé-
êÞ ôïõ óçìáóßá êáé íá áíáãíùñßóïõí ôçí ïäü ôçò
ðñùôåÀíçò Akt óáí Ýíá ðéèáíü óôü÷ï áíôé-êáñêé-
íéêþí èåñáðåéþí.

Viglietto G., et al. Nature Med 2002; 8: 1136-
1144

Shin I., et al. Nature Med 2002; 8: 1145-1152
Lian J., et al. Nature Med 2002; 8: 1153-1160
Email: alessia@esmo.org
Website: www.esmo.org
Abstracts, on-line submission deadline: 10 Feb-

ruary, 2003
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ÇÌÅÑÏËOÃÉÏ ÓÕÍÅÄÑIÙÍ

ÄÅÊÅÌÂÑÉÏÓ 2002

29-30 Íïåìâñßïõ, 1ç Äåêåìâñßïõ 2002

4ï ÐáíåëëÞíéï ÓõíÝäñéï Äåéêôþí Êáñêßíïõ ìå äéå-
èíÞ óõììåôï÷Þ
Îåíïäï÷åßï Royal Olympic, ÁèÞíá, ÄéåèíÝò ÊÝíôñï
ÁíôéêáñêéíéêÞò ¸ñåõíáò, Êáðáíäñßôé
ÄéïñãÜíùóç: ÊáèçãçôÞò Í. É. ÁãíÜíôç, ÉáôñéêÞ Ó÷ïëÞ
Ðáíåðéóôçìßïõ Éùáííßíùí
Ãñáììáôåßá: Triaena Tours & Congress, Ìåóïãåßùí 15,
11526 ÁèÞíá
Ôçë: 210-7499304 Fax: 210-7713795
e-mail: pennyh@triaenatours.gr

13-14 Äåêåìâñßïõ 2002

2ï Åëëçíéêü ÓõíÝäñéï Ïãêïëïãßáò Ðåðôéêïý: Êáñ-
êßíïò Ðá÷Ýïò ÅíôÝñïõ-Ïñèïý. Óýã÷ñïíåò áðüøåéò
Óõíåäñéáêüò ÷þñïò “ÁèçíáÀò”, ÁèÞíá
ÄéïñãÜíùóç: ÅëëçíéêÞ Åôáéñåßá Ïãêïëïãßáò Ðåðôéêïý
Ãñáììáôåßá: Travel & Congress Network Ltd Ðáðáäéá-
ìáíôïðïýëïõ 4, ÁèÞíá
Ôçë. 210 7254360, Fax: 210 7254363
e-mail: epsilonb@hol.gr

11-14 Äåêåìâñßïõ 2002

25th Annual San Antonio Breast Cancer Sympo-
sium
San Antonio, Texas, U.S.A.
Organisers: San Antonio Cancer Institute,
Phone: 2106165912, Fax: 2109495009
e-mail: Rmarkow@saci.org
Website: www.sabcs.saci.org

ÉÁÍÏÕÁÑÉÏÓ 2003

19-24 Éáíïõáñßïõ 2003

8th European Winter Oncology Conference (EWOG 8)
Flims, Switzerland
Organisers: Federation of European Cancer Societies
(FECS)
FECS Conference Unit, Avenue E. Mounier 83, B-1200
Brussels, Belgium

Phone: 32-2-775-0202 Fax: 32-2-775-0200
E-mail: EWOG8@fecs.be

ÖÅÂÑÏÕÁÑÉÏÓ 2003

4-7 Öåâñïõáñßïõ 2002

12th International Congress on Anti-Cancer Treat-
ment  
Paris, France
Organizer Pr. D. Khayat
Secretariat Service d´Oncologie
Médicale Pitié-Salpêtrière
47, bd de l´Hôpital
Paris Cedex 13 - F-75657
Tel 31 4216 0476

5-8 Öåâñïõáñßïõ 2003

24th Winter Meeting of the EORTC-PAMM Group
Florence,Italy
Organiser EORTC
OIC s.r.l. Organizzazione Internationale Congressi
Viale G.Matteotti 7, 50121 Florence
Phone +39055-50531
Email: pamm2003@oic.it

ÌÁÑÔÉÏÓ 2003

12-15 Ìáñôßïõ 2003

8th International Conference Primary Therapy of
Early Breast Cancer
St. Gallen, Switzerland
Organisers: International Scientific Committee St. Gall-
en Breast Cancer Conference,
Secretariat “ABC 2003”, Center for Tumour Detection
& Prevention, Rorschacherstr. 150, CH-9006 St. Gall-
en, 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

Õðåýèõíç óôÞëçò: ¸ëåíá ËéíÜñäïõ



162 ———————————————————ÂÇÌÁ KËÉÍÉÊÇÓ OÃÊÏËÏÃÉÁÓ Ôüìïò 1, Ôåý÷ïò 2, Áðñßëéïò - ÓåðôÝìâñéïò 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 Coord-
inator, 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, At-
hens, 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

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



Áí åðéèõìåßôå íá Ýñ÷åôáé ôï ÂÇÌÁ ÊËÉÍÉÊÇÓ ÏÃÊÏËÏÃÉÁÓ óå Üëëç

äéåýèõíóç áðü áõôÞ ðïõ Þäç óáò ôá÷õäñïìåßôáé, ìðïñåßôå íá ìáò

åíçìåñþóåôå çëåêôñïíéêÜ (hesmo@otenet.gr), ìå fax (+30 210 6457971) Þ ìå

ôï ôá÷õäñïìåßï (Ëåùö. ÁëåîÜíäñáò 105, 114 75, ÁèÞíá).

Áí íïìßæåôå üôé êÜðïéïé óõíÜäåëöïé èá åíäéáöÝñïíôáí íá ãßíïõí áðïäÝêôåò

ôïõ ðåñéïäéêïý, ìðïñåßôå åóåßò Þ åêåßíïé íá ìáò åíçìåñþóåôå ìå ôïí ßäéï

ôñüðï, áíáãñÜöïíôáò ôá ïíüìáôá êáé ôéò ðëÞñåéò äéåõèýíóåéò ôïõò.



ÏÄÇÃIÅÓ ÃÉÁ ÔÏÕÓ ÓÕÃÃÑÁÖÅIÓ

Óôéò ïäçãßåò ðïõ áêïëïõèïýí åëÞöèçóáí õðüøç ïé ðñüóöáôåò õðïäåßîåéò (1997) ôçò Äéåèíïýò Åðé-
ôñïðÞò ôùí Åêäïôþí Éáôñéêþí Ðåñéïäéêþí (International Committee ïf Medical Journals Editors -
ICM � JE): Uniform Requirements for Manuscripts Submitted to Biomedical Journals.

óéåõôåß óå ðåñßëçøç (ð.÷. ðñáêôéêÜ óõíåäñßùí), áõôü
õðïóçìåéþíåôáé óôç óåëßäá ôïõ ôßôëïõ.

� Ïé áíáöåñüìåíåò ïõóßåò ðñÝðåé íá áíáãñÜöïíôáé ìå ôçí
êïéíü÷ñçóôç ïíïìáóßá Þ ôï ÷çìéêü üíïìá.

� H Óýíôáîç ôïõ ðåñéïäéêïý èåùñåß äåäïìÝíï, üôé ç åñãá-
óßá åßíáé óå ãíþóç êáé Ý÷åé ôçí Ýãêñéóç üëùí ôùí óõã-
ãñáöÝùí êáé ôïõ äéåõèõíôïý ôïõ ôìÞìáôïò áðü ôï ïðïßï
ðñïÝñ÷åôáé.

� Ïé åñãáóßåò õðïâÜëëïíôáé äáêôõëïãñáöçìÝíåò óå äé-
ðëü äéÜóôçìá óå  ôñßá (3) áíôßôõðá êáé óå äéóêÝôá 3,5¨.
ÁðïóôÝëëïíôáé ôá÷õäñïìéêþò óôç äéåýèõíóç: ðñïò
Åôáéñåßá Ðáèïëüãùí Ïãêïëüãùí ÅëëÜäïò, (õðüøç
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.




