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FPAMMA ~YNTA=HX

Ocpaneia oc KAIVIKEC MEAETEC 1) Oepareia eKAoyRC-eMAOYAC;

H Oiaiocbnon kat o po6Bo¢ Twv acbevwyv, N aywvia TwV YOTPWV Yyla €va ouxXva 0oplako
OpeAOG TWV OePATEUTIKWV OXNUATWY, N erionua arnd Olebveiq EMOTNUOVIKOUG POPEIQ
Katayeypaupevn* B€on nepl avernapkelag mg dlabeoung Beparteiag, kKat n dlapkng arnoka-
Auyn-tautoroinon duVNTIKWV HOPLOKWYV OTOXWV (PEPVOUV OUVEXWG OTO TIPOOKAVIO TNV
adnpntn avaykn yia mpoodo o1 BepareuTIKr] TOU KAPKivou.

Baolikr) rpourndBeon g 1poodou eival n evepyodg KALWVIKI) EpEuva. ZuXVA OTNV KaBnUePLv)
KAWVIKY TIPAEN TiBeTal TO €pWTNUA TNG ETIAOYNG AvAUESA O OUVIOTWUEVN Beparteia mou
BaoileTal oe €MIOTNUOVIKA artodedelyEvEG LAPTUPIEG Kal OE KAMOLA ETILOTNUOVIKA TEKUN-
PLWHEVN KAl ETIKUPWUEVT Ad EPEUVNTIKEG ETUTPOTIEG KAL ETITOTIEG ETIOTNOVLIKIG NOIKNQ
kalr OeovToAOYiag €pEUVNTIKY Beparteia.

2€ a0beveiq Ye PETAOTATIKY vOoo amnd pn LAolpoug cupmnayei¢ dykoug kal ol duo TPooEY-
yioelg eival anodekTEG Kal Urmopouv Kat oL duo emmAoyEg va BewpnBouv "gold standard" 1y
"Xpuold TPAOTUTIO" QVTIMETWTIONG: TOOO MIa KABIEPWHEVN-OUVIOTWHEVT Bepareia 600 Kat
Hla KaAQ opyavwpevn KAWVIKY €peuva, epoéoov eival dlabg€oiun Kat KATw arod Tpounobeocelq
EPAPUOYNG TWV KAVOVWV NG "KAANG KAWVIKNG TIPAKTIKNG". H Tipla otdon tou Bepdrovtoq
ylatpou amevavil oTov acBevry arnattei onwg KABe BepareuTikr) €mIAOYY Kal TPOTAON
yivetal pe KpLTpla TI§ aUeiAIKTEG KAUTUAEG €TBiwONG, TO TIPOOOOKWUEVO OPENOG KAl TNV
nowdtnta ¢ {wng Tou acbevouq. Me Ttov €va 1) Tov AAAO TPOTO N TIANPOPOPNON Tou
TIPOOOOKOUEVOU OPEANOUG Eival UTIOXPEWOT) TOU YLATPOU Kal diKaiwpa Tou acBevoug Kat Tou
TePIBAAAOVTOG TOU.

Ta teAeutaia xpovia n napayOeioca yvwon kat n abpotobeioa MANpo@opnon anod pia Tiravia
npoomndbela ™G Bacikng, KAWVIKAG Kal TeAeuTaia NG HETAPPAOTIKAG €peuvag, dlaxgeouv
NV aiobnon OTL Ta npayuata otnv Bepareia Tou Kapkivou apxifouv va Kivouvtal ZXETIKNA
HapTupia aroTeAel TO avaokotiikd apBpo Tou Kabnyntn lan Judson tou mapoucidletal oe
autd To TeEUXOG. 'Exel mA€ov yivel kKowvr] ouveidnon OTL oL Baowkoi erotriuoveg xapalouv
OPOUOUG TIOU EUEIG OL KALVIKOL wpeiAoupe va dlavoiEoupe, va OTPWOOUUE VA (PPOVTIOOULE.
Kai autd yivetal pe povo Pnxaviopo TIG KALVIKEG UEAETEG.

*270 emionuo site Tou NCI PDQ tou mapexel emionueg Bepareutikeg odnyieg yla Tov Kapkivo oe
enayyeApatieg uyeiag, tov NoguBpio 2002 avdueoa oe 42 TUTOUG CUUMAYWV OYKWV HETAOTATIKOU
otadiou oL BepaneuTikeg 0dnyieq Mou agopouv TNV KAWVIKY €peuva fjtav ol eENG: standard treatment
suggested 15%, trial justified 16%, trial appropriate 26%, trial recommended (considered as a 1 line
option) 43%. (http://www.cancer.gov/cancerinfo/pdg/treatment)
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Me tnv riotoroinon O6A0 Kat TIEPLOCOTEPWV HOPLAKWY OTOXWV Kal TNV eKBETIKY) agnon Tou
aplBpou vedTepWV apayovTwy HoPLakng otdxeuong yia tnv Beparteia Tou Kapkivou au&d-
VEL TILEOTIKA 1) aVAYKN a&LOTIOTWV KALWVIK@WV SOKIHWV. Ot EAANVES OYKOAOYOL €XOUV EVOTEP-
vioBei and v apxnfy autry TV aArBela. Autéd to rotorolei n dlebBvg BiBAloypagia Kat To
HOPTUPA N eumioToolvn Twv EAAVov acBevwv.

H uroxp€won Twv KAWVIK®WV YIaTPWV KAl TO OKAIWUA TWV TIANPOPOPNUEVWY OYKOAOYIKWV
aoBevwyv Oeixvouv €va Kowve Opduo: TNV evepyOd CUPUETOXY) O OUVTETAYMEVY] KALVIKY
€peuva... H moAttelakny cupBoAr evepyoroleital Twpa Kat otnv Eupwrn.




ANAZZKOINHZEIX

Imatinib (Glivec), the first effective tyrosine kinase
inhibitor for CML, GIST and other tumours

Michelle Scurr, lan 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

Correspondence to: lan 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.

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 chromosome’. 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 Ber 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 transformation?. 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.

Ber-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 Ber-Abl pos-
itive cells and with in vivo activity3.
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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-
ments*. In the initial phase | 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 Il study®. 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 durable®’. A phase Il
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 weeks®. 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 insignificant®.

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%)'°. 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
free'. 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 KIT'2. 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 receptor'3. 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 tumours'*1S,

Imatinib in GIST
Phase | — 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



Imatinib (Glivec), the first effective tyrosine kinase inhibitor for CML, GIST and other tumours 111

Ext domain
SCF hinding ol
réquired by
rriukant receplon
G i Wit
Exon 11 - mutations PR Intermal domain
In juxts-membrane T — F P I Tyrosing kinasas
region allow cross-
phosghanylation in
E
absence of 6C Activation of PI-3K
-AKT, RAS-RAF-
MEK-ERK & ather
pathways

Fig 1. Mutant KIT activation in GIST

imatinib in a patient from Finland with metastatic
GIST'® several large clinical studies have been
undertaken in both Europe and the US.A. The
European Organisation for Research and Treat-
ment of Cancer (EORTC) performed a phase |
study in 36 patients with gastrointestinal stromal
tumour over the dose range 400-1000mg daily.
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-

Activated

KIT dimar Imatinib

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%'8. 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 disease'®. 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%.

Fig 2. Imatinib blocks cross-phosphorylation of mutant KIT dimers in Gl stromal tumour
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Phase |l

A Phase Il 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 meeting?°.
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%.
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Phase Il

There are currently two large randomised phase
lll 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 effects?'.

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

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

Pre-treatment

11 months later

Fig 3. Patient with metastatic GIST, disease still shrinking 11 months after starting imatinib
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differing frequency depending on the tumour site
within the Gl 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 reported??. 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)
(933;p13) translocation and durable responses with
imatinib have also been observed in this rare en-
tity?®. In DFSP the mutation affects the platelet
derived growth factor and with chronic myelopro-
liferative disorder the fusion leads to constitutive
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ANAZZKOINHZEIX

O poAog TNC OIKOYEVEIAC TWV UTOOOXEWV TOU
emoepHikou auéntikou mapayovta (HER) otov
KOPKiVO TOU paoTtou. Armd Thv HOPIOKH OYKOAoyia
oThV KAIVIKI} TTpaén

Konstantinos T. Papazisis, David W. Miles

MNMEPIAHWH
O1 urtodoxeiq pe dpdon TPWTEIVIKNG TUPOOLVIKNAG Kivaong (MTK) maifouv onupavtikd péAo otnv
PUBUION TWV UNXAVIOUWV TOU KUTTAPIKOU KUKAOU, NG emBiwong kat g dagoporoinong. Ot
urtodoxeiq¢ g opddag HER (human EGF receptors, unodoxeiq tou emdepukol auénTtikou
napdyovta) raiCouv 1Blaitepa oNUAVTIKO POAO OTNV TIABOYEVEDN TIOAAWV VEOTIAAOLWY, avape-
0a oTIg oroieg To €va TPiTo mepinou Twv Kapkivwv Tou paotou. H eunAokr) tou HER-2 kat otn
BEPATIEUTIKY] QVTIUETWTION TOU KAPKIVOU TOU HAOTOU, 0ONynoE OTNV EKTETAUEVN WEAETN TOU
OTN OUYKEKPIUEVN VOOO. 2’ auTr) 1 oUVTOUn avackémnnon toviletal wblaitepa o poAog Kal Twv
AAAWV TPV urtodoxewv tng opdadag kat Wiaitepa tou HER-3. H €kppaon tou HER-3 kat n
€VEPYOTIOINON TWV UNVUUATWY TIou eAgyxovTal arnd autov tov urodoxea (PI3 kivdon kat Akt)
pubuiCouv TIg dpdoelg Tou HER-2 kat xpelalovtal yla tnv avrarnokplon twv HER-2 BeTikwv
Oykwv oTo herceptin. H nmepattépw PeAETN Toug Ba Bondrjoel 0TV KAtavonon Twv QAalVOUEVWY
oyKoyEveong Kat bavwg otn Bepaneia kat AAwv HER-2 BeTikwv kKakonBewwv. AEEEIg-KAeI-
81a: Kapkivog tou pactou, HER, gvdokuttdplo prvuua, trastuzumab BApa KAivikiig OykoAo-
yiag 2002, 1 (2):115-119.

Yrnodoyxeiq pe dpdon mMpWTEIVIKAG TUPOGIVIKAG
Kivdong (MTK)

TIOAAATTAQOLacp6g, N dlagpopoTtoinon Kat 1 anomnTw-
on. M mpwtn Ttagvounon xwpitet Tig MTK oe
empavelakouqg urnodoyeiq pe dpdon MNTK kat oe
kuttapornAacpatikeg MNTK. Arnd autég, ol urodo-
xeig MTK eival yAukotipwTeiveq arnoteAolpeveg and
pla apvoTeAkr| e§wkuttapla uropovada (rou ou-
viiBwg urodExetal Tov avtiotolo ouvdE - liga-
nd), pa dlapepBpavikry Kat TEAOG pia evdokuTTapla
(kapBo&uteAkr)) urtopovdada. H evdokuttapla re-

O1 NTK armoteAolv a opdada eviUuwv ToU Ka-
TAAUOUV TNV PETAPOPA NG Y-PWOPOPIKAG opadag
Tou ATP oe €va umdAelppa Tupooivng ulag mpw-
teivng. H dpdon toug pubpilel TowkiAeg amoyelg
™™g {wng Kat Tou Bavdtou evog KUTTAPOU, OTwG O
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s T. Papazisis Breast Cancer Biology Group, 3rd Floor
Thomas Guy House, Guys Hospital, London SE1 9RT,
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ploxn} Tou urtodoy€a arnoTeAeital anod eldKEG Te-
PLOXEQ TIOU E£iTe emdyouv Tn ouvdeon pe AAAEQ
npwteiveg TG HETAYwyng ONpartog, €ite €xouv
Opdon kvaong eite TEA0G anoteAolv UNOoTPWHA
avTiotolwv Kivaowv. Me v e&aipeon tou IGFR
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(Insulin-like Growth Factor Receptor) ot urtodoxeiq
MNTK BpiokovTal oTn pepBpAavn Pe tn LOPPY Hovo-
MEPWV TIOU 1) 0UVOEDT] TOUG LIE TOV AVTIOTOLYXO OUV-
0€Tn odnyei otov OuoLo- Y] £TEPO-OIUEPIOUO TOUG,
HE aroTEAEOUA TNV ETEPO-PWOPOPUAIWOT] KaL EVEP-
yortoinon tou urtodoxea (Zynua 1).

Yrnodoyxeig emdepuIKoU au§nTikou mapdyovTtad
(EGF receptors). Aopn kai AsiToupyieg
Yrndpyxouv T€00EPA YVWOTA PEAN QUTHG NG
opadag urntodoxewv [HER-1 (EGFR 1) c-erbB), HER-
2 (c-erbB-2), HER-3 kat HER-4] kat apketol ouv-
0€t1eq. O EGF ouvdéetal otov HER-1 evw otoug
aAAoug urodoxeig ouvdeovtal ol TGF-a, neuregu-
lins (NRGs), epiregulin (EPI), betacellulin (BTC),
onwg Kat otabepd popla tng e€wkutTaplag ou-
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oiag (decorin). Metd tov dlueplopd Twv umodo-
XEWV OTnv em@dvela Tou KUTTdpou, KATw armo
v emnidpaon Twv avTioToLXwV OUVIETWY, TA Un-
viuata Tou evepyoroouvTal €ite €mayouv Tov
roAAarAaotaocpd (Grb2-ras, PLC-y, MAPK) eite
emdpoulv (ouvriBwg avaoTaATIKA) OTOV KUTTAPLKO
Bdavato (PI3-kwvdaon) (Zxnua 2).

To eEwkutTdplo Turpa g opddag HER uro-
d€xetal Tov avTioTolXo OUVOETN Kal N ouyyEvela
padi Tou kaBopilel Tnv €vraon Kal To XPovo Tou
ofjuatog. H evdokuttdpla Teploxr) Twv urodo-
XEwv €Xel peAetnBel oe BABog Ta teAeutaia XPo-
via kat arodeixbnke OTL aroteAeital and pla Ka-
TAAUTIKY] uttopovada (MPwTeiviKY] Kivaon tng Tu-
poaivng) kat dlagpopeg meploxeg SH2 (src homo-
logy regions 2) kat PTB (phosphotyrosine-binding)
ToU 0 POAOG TOug eival va dpouv wg TPOCAPO-

NH, NH, NH, NH,

NH,
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Zxnpa 1. H mpoogyylon tou ouvdETn OTov Urodoyea Tou BpioKeTal TNV KUTTAPLK) HEUBPAvN €XEL 0av OUVETIELQ
TO oxnuatiopd opolodipepwv (i HER-1/HER-1) 1 etepo-Oipepwv (i HER-1/HER-2). O dipeplopdg twv urodo-
XEwv odnyei otV PwoPopuUAiwon TNG KUTTAPOTIAQCUATIKNG “oupdg” Twv UModOoXEWV Kal Evepyoroinomn tou evdo-
KUTTAPLOU pnvupaTog.

NH,

NH,

HER-2 | HER-3

EEELEEEELEEECEE O CEECEEEETT S ECCC ECETEEECELES ' EE

EmBiwon, avacTtoAn anéntwong
KutTapik6g KUkAog

— — —  "Evapén Tou KuTTapikoU KUKAou

Zxnpa 2. Avo and ta onpavtikdtepa evdokutTapla yeyovota mou enayovtal and ta dipepr) HER-2/HER-3 eival
n evepyoroinon g PI3K (3-kwvaon g ew@aoyatiduA-lvooLTOANG) TIoU avaoTEAAEL TNV amomnTwon Kal EMAyel Tov
rnoAAartAactacpd kat v emBiwon kat Tou dpduou Twv ras - MAPK (mitogen activated protein kinase) mou w6ei
T0 KUTTapo otn Sladikacia tou moAAamAactacpol (€§0dog ano v G, ¢daon).
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YEI§ yla TNV TPOCEAKUON OTO TEPLBAANOV TOU
urtodoyEa MPWTEIVWV TI0U aroTeAOUV TURUATA TOU
uro-pepBpavikol onpatog. Ot SH2 meploxeq eivat
aAAnAouyieg mepimou 100 auwvo&€wv TOU AVTL-
Opoulv pe PWTEIVEG TIOU EXOUV PWOPOPUALWE-
veQ TUpooiveg, KaBopifovtag Tnv eWBIKOTNTA TOUG
pe Bdon ta 3-6 kaPBOEUTEAIKWG Kelpeva Tpog
™V PWoPOo-Tupooivn apvo&ea. AvtiBeta n €dL-
kétnta Twv PTB kaBopiletal and tnv auvoteAl-
KWG Kkeipevn oelpd Twv apvogewv. Me autd tov
TpOTo, TipoceAkUovTal otoug HER unodoxeiq d1a-
popa udpla tou eite eival nmpoocapuoyeiq (adap-
tors) onwg Ta Grb2, Grb7, She, Crk kai Gabf,
elte Kwvaoeq 6nwg n PI3K kat ot Src, pwo@oALna-
oeq (PLC-g1) kat pwopatdoeg (SHP1 and SHP2).
H teAkny €kBaon ard tnv evepyortoinon evog TG0
TIOAUTIAOKOU BIKTUOU £€apTdtal and Tov TUTO Tou
OUVOETN, TNV OUYKEVTPWOY| TOU, TOV ouvduaopd
TWV UTTIODOXEWV TIOU EKPPAZovTal OTNV pHEPBPAVN
kat to €idog Twv diuepwv (opolo- i etePo-Oupe-
pWV) TIOU TEAKA oxnuatifovTat

Eival ouolaotiké va toviotei 611 o HER-2, mou
EXEL TNV LOXUPOTEPN KATAAUTIKY) urtopovdda, dev
EXEL KaVEVa YVWOTO OUVOETT, aviikovTag £T0L OTNV
opdda twv “oppavwy” urnodoyxewv. Me Tnv €AAel-
Y ouvdETN Tou va propei va oxnuartifel oupolo-
dpepry HER-2/HER-2, t€tola Biuepr) dev umdp-
XOUV Of (QPUOLOAOYIKEG OUVOMKeG, avaykalovtag
€tol Tov HER-2 va oxnuartiCel dipepry pe dAAa
MEAN NG ouddag, 6tav autd ouvdeBolv pe Tov
Ok Toug ouvdETN. Qotdoo, n dnuloupyia etepo-
Ouepwv pe tov HER-2 au&dvel tnv ouyyévela
TOU GAAoU urtodox€a e Tov OUVOETN TOU Kal au-
Eavel 1o evOOKUTTAPLO Ofpa Tou, Adyw NG LoYu-
pNg Kwvdong tou HER-2 (evioyuom) kat Tou peya-
AUTEPOU XPOVOU NULLWY|G OTNV EMIPAVELA TOU KUT-
TApou (rMapaTtacmn Tou OHUATOg).

Ouolaotikd Opwg poAo mailel To TPito PEAOG
™mg opddag, o HER-3. Evw, oe avtiBeon pe Tov
HER-2 umodéxetal pe oxupr] ouyyevela TIoAAA
arod ta PEAN NG opadag Twv ouvdeTwv Kal £T0L
n dnuioupyia dipepwv HER-3/HER-3 eival ek,
TETOlA DIUEPY] MAPAUEVOUV avevepyd AOYw Tng
avurtap§iag evepyng Kivdong otnv evdokutTapla
aAuaida tou urtodoxga. H evepyoroinor tou xpeld-
Cetal onwodnrnote Tov £TEPO-OLUEPIONO HE KA-
Tolo AAAo pEAog g opddag, katd mpoTiunon
Ttov HER-2. H 1oxupn} dpdon kwvdong tou HER-2
oe ouvduaopd Pe TIG TIOAAEG TeploxEg dEopeuong
g PI3K (rou anoteAei woxupdtato onfjpa emibin-
ong) otnv evdokuttapla aiucida tou HER-3, Ka-
vouv 1o Oepeg HER-2/HER-3 T0 1110 1O0XUPO BI-
HEPEG OTNV EMAYWYY] TOU KUTTAPIKOU TIOAAQTIAQ-

olacpoy, g emBiwong kat g eEaAiaynq.

A6 BloAoYIKY} OKoTTLg, N TIPOPUAAEN NG LOYU-
potepng kivaong (HER-2) pe v €AAewdn ouvde-
TN Kal Tou peyaAuTtepou petaywyea onuarog (HER-
3) e v EAAewdn Kvaong, aroteAei Tbavwg pla
OlkAeida aocpaAieiag g QuUONG oTov EAeyX0 TOCO
ONUAVTIKWOV UNXaviou®y yla tnv emsiwon kat v
eEaAhayn.

H oikoyévela Twv HER unmodoyxéwv otov
KOPKivOo TOU pJacTou

Mepirmou 10 €va TpiTo TWV KAPKivwv TOU pa-
oToU uttepek@pdlouv tov unodoyea HER-2. Av kat
n urntepekPpaon tou HER-2 €xel anodelyBel kal o
AGAAeq KakonBeleg, HOVO OTOV KapKivo Tou paotou
autd @aivetal va maifel onuavTikd poAo oTnv Ta-
Boyeveon Kai, Katd ouvemnela, otn OBepareia Qg
vooou. e KUTTapIKG eminedo, auTr] 1) UTEPEKPPA-
on odnyei oe auénuevo MOAAATTAQCLAOUO (UE EAAT-
Twon Tou p27KP1 kal auEnon NG KukAivng-D), eAdT-
TWON NG anonTwong (Ue OUVETEela Kal TV avTi-
0TaoN O XNUELOBEPATIEUTIKA) Kal EAATTWUEVT K-
(PAon TIOAAWV HOpiwV TIPOOKOAANONG (OTwg ol
a2=LVTEYKPIVEG KAl Ol KavTXEPiveg) TIou au&dvel To
METAOTATIKO OUVAUIKO TWV KUTTAPWV.

2T0oug aoBeveiq pe Kapkivo Tou pactou, autn
N unepekppaon ogeiletal ouvnbeotepa oe evi-
oxuon Tou yovidiou (gene amplification). Yrdap-
XOUV WOTO00 a0Beveiq Pe UTIEPEKPPAOT XwPIQ
evioxuon Tou yovidiou (single-copy overexpres-
sion) kat acBeveig pe evioxuon tou yovidiou Xw-
piq umepekppaon TG mMpwteivng. H teAeutaia
opdda £xel eMIONG KAKY] TIPOYVWON, TUBAVKOG AOYW
evioxuong napakeipevwv yovidiwv (drnwg g To-
noicopepaong-lla). TEAog, pepikol aobeveig ekppa-
Couv pua dlagopeTiky popeny Tou urodoxea (al-
ternative splicing) mou otepeital evog pIKpoU TUR-
patog, akplBwg KapBoEUTEAKA TNG HEUBPAVNG Kal
odnyel oe ouvexn Kal Xwpig TNV avaykrn ouvoET,
oxnuatiopd (kat evepyoroinon) HER-2/HER-2 &1-
pepwV. H TpwTe0AUTIKY) didoraon Tng e§WKUTTA-
plag TepLoXN§ Tou urodoxea propei emiong va
odnynoel oe JIUEPIOUS TO UTOAOLMO TUAUA, EVW
Ta eAelBepa eEwkuTTApLa TURpata (p95 ECD-HER-
2) uropouv va avixveuBouv pe ELISA otov opd
TWV aoBevwv oav KAapKLVIKoi OeikTeq.

21NV KAWIKY TIPdaEn, n urtepekgppaon tou HER-
2 aroteAel KaKO TIPOYVWOTIKO YlA EAATTWHEVN
eAeubBgpa-véoou emBiwon Kal OUVOALKY eTtBiwon
oe aobeveiq pe BeTikoug paocyaAlaioug Aeppade-
veq. Evw o1 aoBeveiq pe HER-2 BeTikoug Gykoug
€XOUV OXETIKN avTioTaon oe XnUeloBepameuTIKa
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oxnuata xwpiq¢ avpakukAive¢ (CMF) kat ota
avTloloTpoydva, N OUV-UTIEPEKPPAON NG TOTOi-
oopepaong-lla odnyei oe kaAUtepn andvinon oTIq
avBpakukAiveg. TéENog, n urepekppaon tou HER-
2 artotelel MAEov 0TOXO €elBIKAG BeEPAMEUTIKNQ
(trastuzumab, Hercepting).

O poAog tou HER-2 otnv BepareuTikr| Tou kap-
Kivou Tou paotou €xel peAetnOel kat avartuyBei
EKTETAUEVA TA TeAeuTaia Xpovia Kal 0 avayvw-
0TNG TAPATIEUTIETAL OTN OXETIKN BiBAloypapia.
Qotdo0o, 6A0 Kal MeploodTepPN onpacia divetal Te-
Aeutaia oto pOAO TwV AAAWV TPLWV UTIOdOXEWV
™gQ ouddag kat otnv aAAnAeridpaor) Toug pe Tov
HER-2. Me B8d4on to yeyovog ott HER-2/HER-2 &1-
pepn) dev untdpyouv ouvriBwg (agou dev undpxet o
KATAAANAOG OUVOETNG), TO OYKOYOVO SUVAULIKO TOU
HER-2 e€apTtdtal katd peyaio 8abuéd aro To €idog
Twv dluepwv mou oxnuatifel. MIKpEG OXETIKA -
Aéteq delyxvouv OTL and Toug acBeveig pe HER-2
BeTIKOUG GYKOUG, TIPAYHATIKA KAKY) TIPOYVWOT) EX0UV
oool unepekppalouv HER-1 (EGFR) 1) ekppalouv
HER-3. AvtiBeTa n unepEkPPAo TOU TETAPTOU UE-
Aoug g opadag (HER-4) gaivetal va BeATiwvel
mv npdyvwon Twv HER-2 BeTIKWV aobevwv.

Katd tov idlo tpoTto, ol acbeveiq mou Ba wpe-
AnBouv mpayuatika arod Tnv Xoprynon Tou trastu-
zumab eival autoi a6 toug HER-2 BeTikoUg aobe-
veig mou ekppalouv HER-3, unepekppdlouv EGFR
N eKQPAlouv TNV evepyn (PWOPOPUALWUEVN) LOP-
¢1] ™G Kvdong Akt, n oroia Bpioketal oto dpdUO
mQ petaywyng ofpatog Tou HER-3, evepyorolou-
pevn arné v PIBK. H avayvwplon autwv Ttwv
aoBevav mBavotata Ba BeATINOEL TNV amoOTeEAE-
OMATIKOTNTA MG OTOXeUpEVNG Bepareiag Onwg
TO Herceptin, apou n umepekppaon kat povn dev
apkel oUte ywa t Opdaon evog oykoyovidiou oute
yla Tnv Xpnotporoinon Tou wg otoxo Bepareiag.

AvTi-HER2 Beparteia yia tov Kapkivo Tou pa-
otou

To trastuzumab (Herceptin, Roche) avartuyfnke
wq avBpwrornompévo avti-HER-2 avtiowpa, pe
B8d4on v TPOKAWVIKA eurmelpia oto avtioTolyo
avtiowpa emipuog (4D5). Z1dyxog Tou eival n e&w-
KUTTApla meploxn Tou urodoxea, Kat pdAlota €va
TURHA TNG OTNV TIEPLOXT) KOVTA 0N pepBpavn. Ot
TIPOKALVIKEG pEAETEG €Del&av OTL odnyel oe
e EMTTwon ™Q €kppaong HER-2 (emayovtag

mv evdokuttdpwon ouprnAeypdtwv HER-2/

HER-2/trastuzumab kat TeAKd TNV TIPWTEOAU-

TIKY] arodounor| Toug)

e EAATTWON TNG PWOPOPUAiwoNG Tou urtodoxEa
e EATTwONn ™Q €kppaong HER-3 (emayovrtag
mv evdokuttdpwon ouprnAeypdtwv HER-2/

HER-3/trastuzumab)

e AUEnon g €kppaong p27 kat eAdTTwon NG
€KpPAaoNg ™G KUkAivng-D, pe amotéAeopa v
avaoToAr NG TPOoGdoU TOU KUTTAPIKOU KUKAOU
otnv GO/1 ¢don aAAd Kal TNV avaoToAn} Tng
S-pdong Adyw g emnidpaong tou (eAeuBepou
ard TNV KUKAivn-D) p27 otnv KukAivn-E. TeAl-
KA eAaTTWvETAL 1 PWoPopUAiwon Tou Rb, evog
arnd Ta KEVIPKOTEPA yeyovdta otnv evapén
TOU KUTTAPLIKOU KUKAOU.

e EAGTTWON NG e€wkuttdplag didomaong Tou
HER-2

e EAdTTWON NG €kppaong VEGF

e AvVTIyOVO-eEapTWHEVN KUTTAPOTOEIKOTNTA
(ADCC) evavTtia oe HER-2 BeTikd kUtTapa
>e KAWVIkoUg 6poug, 1 poplakn dpdon Tou tras-

tuzumab petappdaletal pe uynAdtepa moocootd

avTanokplong, eAeuBEPAg vOoou Kal {0wg OUVOAL-

KRG emBiwong. O ouvduaoudg Tou pe Xnuelobe-

PATEUTIKA (Tagavia, cis-TAaTivn, Ka) €xel anodet-

xO¢ei 1600 in vitro 600 kaL 0TV KAWVIKA TIPAEN.
Qotéoo, a&ifel maAL va Ttoviotei 6Tl poévo TO

éva Tpito and T acbeveig pe HER-2 Betikoug
oykoug Ba weeAnBouv and v aywyr| pe hercept-
in. Auto oopeiletal eite oTnv UMEPEKPPAON “Ta-

PAAMANAWV” dpOpwV NG peTaywyng ofpatog (HER-

1, FGFR1) eite oe petaAAaelg mmou BpayUKUKAW-

vouv Tnv €§ApTNon Tou evOOKUTTAPLOU UNvULATOG

(kuplwg ™G PI3K) aré toug empavelakolq urtodo-

Xeig Mg opadag HER. Ané v dAAn, agpou To

evbokutTaplo privupa and tov HER-2 eEaptatal

Kupiwg ard tov urodoxea pe Tov Oroio oxnuati-

Cel duepn, N €KEPAON Kal TwV AAAWV HEAWV NG

opddag HER eival Aoyikd va ernpedlel onuavTika

Vv anavinon Twv KUTTdpwv oty avtl-HER-2 Be-

pareia. ‘Etol aoBeveiq pe HER-2 BeTikoug GyKoug

kat evepyn PIBK (0nwg qaivetal pe armAeg avoooi-

OTOXNUIKEG XPWOELG TIOU EKTIHOUV TNV PWOPOPU-

Awon m™g Akt kwvaong, evog amod Toug peifoveg

otdxoug g PISK kat ouvertakéiouba tou HER-3),

olupwva pe mpoopateq peAeéteg (AACR 2002)

€X0UV UeyaAUTePO TI0000TO avTtanokplong artd HER-

2 Betikoug aAAd p-Akt apvntikoug aoBeveig. H

€peuva ya v tagvounon tTwv HER-2 BeTikwv

OYKwV He Baon v €kppaon AAAWV UTodoXEWV

mg opddag HER Ba Bonbrioel otnv opBoAoyikoTe-

pn erhoyn Beparteiag aAAG Kal otnv XPnolporoin-
on Kat GAAWV avTaywvioTwv TV urtodoxewv (anti-

EGFR) 1 tou evdokuttdplou pnvipatog (avacTto-

Aeiq PI3K).

Yriapxel akOun ToAUG BPO0G EXPL VA UTTOPE-
ooupe va a&loTiom)ooUpPE OTNV KAWVIKY) TIPAEN ou-
priepdopata mou tnv TeAeutaia dekastia arokopi-
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oBnkav and 1o epyaotriplo. H dlapopeTikA ouprne-
pLpopd Tou KABe Gykou ard Ta OXETIKA OTaBepa
MOVTEAQ TOU gpyacTnpiou Kat 0 TePAOTIO] OYKOG
TIANPOPOPIWV TIOU TIPOG TO TIAPOV ATIAWG OUAAE-
YeTAL XWPIG va propei va dloxeteubel otnv KALvL-
KN} Tipda&n (translational research), opeilouv va &g-
TepacTouVv OTNnV EMOMEVN TIEVTAETIA, TOUAAXLOTOV

6oov agopd To povieAo NG dpaong Twv urodo-
xéwv HER otov kapkivo tou paoctol. H peAEn
Twv HER unodoxéwv Kat oe dAAoug dOykoug, Ba
Bonérioel iowg otnv o eEEIOIKEUPEVT] QVTILETWTIL
on 6ykwv Tou OxL arAd urepekPpdlouv Tov Ou-
YKEKPLUEVO UTtodoYEQ, aAAG oTnpilouv v emiBiw-
oY) TOUG 0g UnvUpaTa TIoU ayovTtal HECw auTtou.

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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ANAZZKOINHZEIX

Ta d1pwoPovIKA oTnv oyKoAoyia

X. XptotodouAou

NEPIAHWH

Ol 00TIKEQ PETAOTAOELG €ival ouvrBelg OTOUG KAKONBELS OYKOUG E apvnTiKn emidpaon otnv
nonTa {wng Twv acdevwv. YO PUOLOAOYIKEG OUVONKeG 0 ooTitNng LoTOG BpiokeTal oe dlap-
KWG Loopporouca Acttoupyia arodounong kat avadounong. H woopportia datapdcoetar arnd
TNV €YKATACTAON KAPKLVIKWV KUTTAPWV Ta OToia aneAeuBepwvouy rapayovTteg ol oroiol mnad-
YOUV TOV MOAAQTTAQCLACUO, TNV wpipavon T HETavAoTeUoN Kal ThV EVEPYOTIOINON TWV 00TEO-
KAQOTWV OTa onueia g petdaotaong. Ta dlpwo@ovikd avacTEAAOUV TNV OCTLKY] aroppogpnon,
dpwvTag dueca Kai €UUeca O0Toug 00TEOKAAOTeG. Exouv meploplopévn Biodlabeciudtnta anod
TOU OoTopatog, aroBaAlovTal ard Ta vePpd Kat eival oXeTIKA VEPPOTOEIKA Oe Taxeia xoprnyn-
on. Ta vewTepa mapdywya AOYyw KAAUTEPNG avoxrg xopnyouvtal evOoPAeBing evtog oAiywv
Aerttwv. Ta Opwoovika €xouv arodelxBel anoteAeouatikd otn Beparieia ™G kKakoriBoug
urepacBeoTialiag, v oe aoBevei§ e KAPKIVO TOU HaoToU Kal TIOAAATIAOUV HUEAWUA KaBu-
OTEPOUV TNV EUPAVION VEWV OOTIKWV HETAOTACEWYV, UELDVOUV TIG ETUMAOKEG TWV OOTIKWV
METAOTACEWV Kat BeATiOvouv Tnv mowdtnta {wng toug. H CoAedpovdtn €xel deiel amoteAe-
OMATIKOTNTA KAl OOTIKEG LETAOTACELG And KAPKiVO TOU TPOOTATN, Tou TveUpova Kal AAAoug
ouprtayei¢ Oykoug. YIAPXOUV QVTIKPOUOUEVEG UEAETEG Yla €VOEXOUEVN QVTIVEOTIAQOUATIKY

Opdon tTwv dpwopovikwv. BApa KAiviking OykoAoyiag 2002, 1 (2):120-125.

Eicaywyn

O okeAeTdg eival pa arod TIg ouxvotepeq B¢-
OEI METAOTACEWS KAPKIVIKWV KUTTApwv. Ol ou-
vnBEoTepol kakorBelg OyKol, OTIwG O KApPKivog Tou
TveUova, TOU HaoTou Kal Tou Tpootdtou didouv
OUXVOTATA OOTIKEG LETAOTAOELG'. OOTIKY] OUME-
TOXN) Tapatnpeital akéun Kar oe AUATOAOYIKEQ
KakonBeleg, OMwg To TIOAAATIAOUV HUEAWUA, OTO
OTI0i0 OUWG N KUTTAPIKY) BloAoyia TWV OOTIKWV
BAaBwv Olapepel KATWG ard ekeivn OTOUG OU-
prayeiq dykoug.

Ol eMMTWOEI] TWV OOTIKWV UETACTACEWV E&i-

Xpriotog Xplotodouiou, NOZOKOMEIO "EPPIKOZ NTY-
NAN", A. MEZOIEIQN 107, 115 26 AGHNA, THA.
201-6972913-4, FAX: 201-6972607.
e-mail: cchristodoulou@ath.forthnet.gr

val KAaTaoTPOQIKEG Yla Toug acbeveiq kat odn-
youv o€ OnpavTiky urtoBaduion g rowTnTag g
(N Toug, evw TtapdAAnAa aroteAolv oNUavTiko
napdyovta voonpdétnTag Twv Kapkvormabwv kat
OLKOVOLKAG €MBApUVONG TwV OUOTNUATWY uyeiag.
O névog eivat n onuavTikdTePn Kal ouxvoTtePN
OUVETIELO TWV OOTIKWV HETAOTACEWV. AANAEQ ETTL-
TIAOKEQ eival n dujénon tou pueiou, n utiepacBe-
oTwawia, ta TMaboAoylka katdypata, n OCuprtieon
TOU VWTlaiou pueAou.

H avTIpeT®MION TwV OOTIKWV UETAOTACEWV Yi-
veTal pe Xnuelobepareia, oppovobeparteia, e§wte-
P aktwvoBeparieia, padlevepyd oTPOVTIO, PHVIO
i onudplo, XElPOUPYIKY) otabeporioinon Ttou Td-
oxovTog ooTou kal BeBaiwg pe Xopriynon KatdaA-
ANAWV avaAyNTIKOV pappdkwy. Ta TeAeutaia Xpo-
via €va aKoun OmAo MPooeTEdn otnv BePameuTIKY
pag papeTpa Kat autd sivat ta SipwopoviKA.
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Av Kal n attia ya va prouv ta dipwoPovika
oTnVv oyKoAoyia fiTav unepacBeotiatpia, autd mou
Ta kata&iwoe 0N ouveidnon Twv oYKOAGYwV Kal
Ta KaBliEpwoe cav peifova TPoodo OtV OYKoAo-
yia fjTav n dpdon Toug OTI§ OOTIKEG LETACTACELS,
EVW PEYa {nTOUMEVO TAPAMEVEL T AVTLVEOTIAG-
opatikry Toug dpdon.

Ma va yivel kKaAUTtepa avTIANTTOg 0 pOAOG TwV
dlpwopovikwv Ba Tponynbouv karola otolxeia
yla tn ¢uotoAoyia Tou ooTou Kal Tnv Tabopuoto-
Aoyia TwV OOTIKWV UETACTACEWV.

ducioloyid ooToU kal mabogucoioloyia Twv
OOCTIKWV METAOTACEWV

O avBpwriivog okeAeTOq e&urmpeTel onuavtl-
KEG Aettoupyieg, Onwg eival n otpL&n, n pooTa-
ola Twv avBpwriivwv opydvwy, n Kivnon Kat n
aportoinon. ErunAgov o okeAetdg amoteAel tnv
“arobnkn” acBeoTiou, KAl WOPOPOU Yla TOV Op-
yaviopo, pubuifovtag tig avaykeg tou. O oatitng
Ll0TOG BpiokeTal oe adldkorm Aettoupyia katd v
oroia ta ootd dlapkwg artodopolvTal Kat avado-
pouvTal (OOTIKY] aVaKaTAoKeUT).

2€& UKPOOKOTIKG eminedo Ta ootd artoteAou-
vtal ard Tn pecokuTTdpla oucia Kat Ta KUTTapq,
TIou ovopaZovTtal 00TEOKAAOTES, 00TEOBAAOTES KAl
ooteokUTTapa. H pecokuttapla oudia eival Katd
20% opyavikr, TIou AEyeTal 00TEOEIDEG Kal Ku-
piwg amoteAeital and KoAAayovo kat katd 80%
avopyavn (udpotu-amatitng). O udpotu-amatitng
oxnuati¢etal and aoBeoTIo Kal pwapopo. OL ooTeo-
BAaoteq tapdyouv otV apXr To 0oTeoELdES, EMA-
VW 0TO oroio dopouvTal oL KPUoTaAAoL Tou udpo-
Eu-anatitn. ‘Otav oL ooteBAdoTEG £YKAWBLOTOUV
p€oa otn BepéAla oucia eMITEAOUV HOVO UIKPEQ
epyaoieq enavadoéunong tou ootou, ovopdlovtal
00TEOKUTTAPA Kal aroteAolv 10 95% Twv KUTTA-
pwv Tou ootitn ootol. Ol 00TEOKAAOTEG HE TN
Bonbela bWV eviUPwWV arodopouV T HECOKUT-
TAplo oucia areAeubepwvovTag acBEoTIO, PWOPO-
PO Kal TIpoidvTa dldomaong Tou KoOAAayovou Omwg
N udPOEU-TIPOAIVN.

Yrd KavovikeG OuvONrKeg oL Aettoupyieg Tng
€Mavadounong Tou ootou arod Toug 00TE0BAA0TEG
Kat Tng arnoppdpnong Tou ooTou arnd Toug O0TEO-
kAGoteq Bpiokovtal oe oUCeuEn pe auotnpEr HAAL-
ota akoAouBia, otnv oroia ponyeital n anoppod-
pnon kat €rnetat n ernavadounon. ‘Otav Suwg Ka-
Korjn kUTTapa eykatactabouv ota 00Td i avw-
T€pw dladlkacia g 00TIKAG avakataokeunq dia-
TapAacoeTaL

H petdotaon ota o0td Twv KAKONBwv OyKwv
elval pia oAuotadlakn dladikacia, ou dev e&ap-
Tdtal pévo amd Tnv ayyeiwon kat ayatikn por’,
aAAG Kal ard Tapdyovieg TwV VEOTIAQCUATIKWV
KUTTAPWV Kal TIapdyovTeg TOU UIKPOTIEPIBAAAOVTOG.

TETolol TTapa@yovTeg gival To TeMTidlo Tou oxe-
TiCetal pe v napabopudvn (PTH-rP), o mapa-
YOV UETAHOPPwONG-8 (TGF-8)%, 0 IVOOUAVIKGG
auénTikog mapdywv (IGF), o augntikog mapdywv
Twv WvoBAaoctwv (FGF), o augntikég mapaywv Twv
awportieTaAiwv (PDGF). Ot mapdyovteg autol emnd-
YOUV TOV TIOAAQTAQCLACUO TWV OOTEOKAAOTWV Kal
Bonbouv otnv wpipavon, oTn HETAVACTEUON Kal
TEAOG OTNV €VEPYOTIOINON TOUG OTO ONnueio g
00TIKAG peTdotaong. Ot agpBovol TAEoV 00TEO-
KAdoTeg OlaAUoOUV KaTapxXAg Tnv Opyavikr Beue-
Ala oucia kKat 0tn ouveExela Tov udpo&u-amartitn
ONUIOUPYWVTAG OCTEOAUTIKEG £0TiEG OTIG BE0ELg
TWV UETAOTACEWV.

H mAeloynpia tTwv kKakoNBwv veEOTIAAOUATWV
OTWG TLX. Ol KapKivol Tou pactou Kat Tou TveUpo-
va TPOKaAoUV Kupiwg 00TEOAUOELS, av Kal ouxva
undpxel Hikpou Babpou oxnUaTIiopdg ooTitn WoTou
kal TpoordBela emdlopbwong g BAABNG.

270 TOAAQITAOUV HUEAWUA O TIOAAATTAQCLAOUOG,
N UETAVACTEUOT KAl N EVEPYOTIOINON TWV OCTEOD-
KAQOTWV OPeiAeTal OTIG KUTOKIVEG, TIOU TIApAyo-
vIal and Ta QUEAWUATIKA KUTTApa OTO OUYKEKPL-
Hévo pikpoteplBAaAAov*. TEToleg KUTOKIVES gival 1)
WvTePAEUKivn-6 (IL-6), n wvtepAeukivn-1 (IL-1) kat
0 Tapdywv vekpwong Tou oykou (TNF). Xapaktn-
PLOTIKG TOU HUEAWNATOG €ival 1) artoucia oxXnuatt-
opou véou ooToU Kal 00TE0BAAOTIKNG dpaoctnplo-
rag. ‘Etol o1 BAGBeQ eival aplywsg 0OTEOAUTIKES,
Xwpig evdei&elg ooteoBAaoTIKG dpaoTtnpléTnTag.
>e pepIkda Kakor|0n veorAdouata, Orwg oTov Kap-
Kivo TOU TIPOOTATN, KUPLAPYXOUV Ol OOTEOOKANPU-
VTIKEG aAAolDoElGS. MAvTwg ol delkTeg OOTIKAG
arroppoéPnong eival mdvta avgnuevol, voelgn oTl
undpyel aroppoenon. Mapdyovteg mou ekPppalo-
vIal arnd Ta MPOoCTATIKA KAPKLVIKA KUTTapa eivat
ot FGF, TGF, Tprjuata mAaopivoyévou Kat 1 evdo-
BnAivn-1, mou eival LOXUPOG UITOYOVOG TIapaywyv
TwV o0TeoBAaCTWV Kat ¢aivetal 6Tt dadpaparti-
CeL onupavTikd poAo otn dnpioupyia ooteoBAAOTL-
KOV LETAOTACEWVS.

Aipwopovika
Aourj- ®apuakoAoyia

Ta dupwopovika eivat avaloya Ttou evdoye-
voug TIUPOPWOPOPIKOU OTO OToio €va ATopo Av-
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Bpaka urokabloTd To KeVIPKO ATtopo o§uydvou.
AutA 1 urokatdotaon kablotd Ta SLPWOPOVIKA
avBekTIKA otV udpOAuon Kal ETUTPEMEL TNV TIPO-
00nKkn duo ermumAéov aAucidwv. H pia amd TIg
TAEUPIKEG aAuoideg €xel UPNAN ouyyevela pe
KPUOTAAAoUG acBeaTiou evw N AAAN dlapEpel ota
Oldpopa dpwopovika kKat kabopilel Tnv avtia-
TIOPPOPNTIKY] Toug KavétnTa. ‘ETol Ta vewtepa
OLPWOPOVIKA OTWG 1) uravdpovdatn Kat 1 (oAev-
dpovdtn €xouv 10.000-100.000 peyaAutepn Loxu
ard v eTdpovdTn. Ta dpwoPovIKa EXouv Te-
ploplopEvn BlodlabeoudtnTa Xopnyouueva arnd tou
oTopNaTtog kat yivovtal SUoOKOAa avekTd TIPOKAAW-
VTag ONUAVTIKA YaoTpevTeplkd, 1diwg olcopayitl-
da kat eAkn’. Ta Supwopovika anoBalhovtal oxe-
00V amokAeloTIKA artd Ta veppd. H veppoToEiKkr
Toug dpdaon eival pkpn kat oxetifetal pe I déon
TOU Qapuakou Kal Tov pubud evOopAEBelag xo-
priynong tou. Ta vewtepa dpwoPovikd eival Al-
YOTEPA VEPPOTOEIKA Kal Krtopouv va xopnyneouv
pe Taxutepo pubud evDBopAEBLag £yxuong. AAAEQ
napevepyeleg eival 00TIKA AAYT, TIUPETOG, KATA-
BoAr, vautia kat oravidétata urtacBeoTialpia.

Tporo¢ dpdong

Ta dipwopovikd kaTtd mpoTiunon ouvdgovtal
ME 00Td, Tou €xouv uynAoug pubuoug oaTIKOU
peTaBoAlopou dnAadr) upiotavtal au§nuevn arop-
popnon 1 oxnuatopd. Ta OlpwOoPOVIKA CUYKe-
VIPWVOVTAL OTNV “eKTEBEIPEVT” OOTIKY EMIPAVELA
Tou ugioTatal evepyd avakataokeur. Anatteital
ouvexng XoPrynon autwv Twv rnapayoviwv mpo-
KEIPMEVOU va eTiTEUXOEl 0TABEPT| peiwon Tng ooTL-
K¢ arnoppdépnong oe acbeveiq pe o0Te0AUCELS.

H avaoTtoAr] NG OOTIKAG aroppoPnong ogei-
Aetat 01N dueon kat €upeon dpdon Twv OPpw-
OPOVIKWV ETIl TWV 00TEOKAAOTWV. Ta dLpwoPovl-
KA eumnodifouv Tnv wpipavon Twv 00TEOTIAQCTWYV
Kal TNV UETAVACTEUON TOUG OTNV OOTIKY ETUPA-
VELg, OTIOU EKBNAWVOUV TNV AroppoenTIK Toug
dpdon. Emiong endyouv v anontwon Twv 00TEO-
KAQOTWV KaBWE KAl QUTWV TWV KAPKIVIKOV KUTTA-
pwve. ToUTo ogeileTal OTNV avacToAr] Tng odou
Tou peBalovikoU 0§€og°. EmmAgov Ta dipwopovi-
KA pelwvouv tnv rapaywyn IL-6, n oroia 6xt pévo
emdpd oTnV 0OTIKN aroppdPnon aAid eival kat
LOXUPOG aUENTIKOG TIapAywv KAKorBwv OYKwv, TIou
ouxva pediotavrtal ota ootd'e

Xopriynon os kakorfn unepaoBeotiaiuia

Metd Vv xopriynon oe acbeveiq e vooo Pa-

get, Ta dLPWOPOVIKA OKINAoTNKAY OTNV Kakor|en
unepaoBeoTiapia. H etidpovdrtn kat kAodpovatn
€delgav kamnola SpacTikdTNTa,'’ N Mawdpovatn
Opwg rjtav o dpaoTikn Téoo otnyv Tayxutnta didp-
Bwong tou aoBeotiou, 600 Kat ot dldpkela dpd-
ong.'2"® Adyw NG VEPPOTOEIKATNTAG, O XPOVOQ
Xopnynong Ing mnaudpovaing ftav peydaiog kat
n doon pKpY oTIg MPWTEG HEAETEG. MeTayeve-
oTePeEg OUWG MeAETeq €delEav Tnv duvatdétnta
Kal TNV avwtepdTnTa Xoprjynong MeyaAutepng
ddong (90mg) oe HIKPGTEEN dldpKela (4 wpeg)'* 1S,

H urnadpovam™ kai {oAedpovdm'’, vewTte-
PNG YEVIKNG SLpwOPOVIKA, £X0UV LoXupoTepPN dpd-
oM Oe UEAETES in Vitro KaL 0 TIPOKALVIKA LOVTEAQ,
ard ta naAaldtepa dPWOPOVIKA. ZE TUXALOTIOLN-
pEveq HAALOTA PEAETEG amedelxBn N avwTepdTNG
™G {oAedpovatng oe doon 4 kat 8 mg xopnyou-
pevng oe Tayeia evdopAEBLa xoprynon OLapKelag
5 Aemttwyv, €vavtl g napdpovdamng otn dépbw-
on g unepacBeoTiaipiag e,

KaBuotgpnon sugdviong véwv O0TIKWYV UETAOTA-
oswv

MPoKAWVIKEG PEAETEG £0el&av OTL Ta dLPWOPO-
VIKA TIPOAaUBAVOUV TNV EUPAVION VEWV OOTIKWV
peTaoTdoewv Kal etidpolv BeTIKA oTnv emiBiwon
AVOOOKATECTAAUEVWV TIEPAUATOlWWY HE KAPKi-
vo'®, Emiong avacTtéAAouV TNV MPooKOAANoNn Kap-
KIVIKOV KUTTApwv paotol 1 MPOOTATOU OTO
00T62%2", T& TUXalOTONUEVN MEAETN (PAVNKE T
kabuotepnon emdeivwong NG OOTIKIG vOOOU OE
aoBeveiq pe kapkivo Tou pactou, mou AauBdavouv
45mg naudpovatng mapdAAnAa pe In Xnuelode-
paneia®?. Autd Suwg Sev PETAPPAOTNKE OE MEiw-
ON TWV OKEAETIKWV OUPBaudTwyv oUte oe Tapdra-
on NG embBiwong, mBavwg Adyw ™G Hkpng &6-
ong NG MapdPovAaTng mou XPNOLUOTIO|ONKE.

Meiwon OKEAETIKWYV ETIMTAOKWV OPEIACLEVWY OE
OO0TIKEG UETAOTAOELS Kal BeATiwon Tn¢ rolotn-

Tag Gwrig.

AUO peYAAEQ TUXALOTIOINUEVEG LEAETEG OE a0Be-
VEIG YE KAPKIVO TOU LaoTOU KAl OOTIKEG UETAOTA-
oelg agloAéynoav tnv yoprjynon 90mg mnauidpo-
vatng kaBe 3-4 €B8douadeg mMapdAAnAa pe Xn-
peloBeparieia 1} oppovoBepaneia?®?4, Kat otig duo
MEAETEG dlAMOTWONKE OTL N opada Twv acbevwy,
mou €nawpve dLPwoPoVvIKA TTapdAAnAa pe ™ Xn-
peloBeparieia 1| opupovobepareia, cixe BeAtiwon
oTov MoéVo, BEATIWON OTNV KATACTAAOT KKAvOTNTAS
Kal KABuoTEPNOoN OTnVv €U@AVION OTIolacdNoTE
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OKEAETIKNG ETUMAOKNAG (KATAYMATOG, AvAYKNG Yla
akTvoBeparneia, ouprieong vwTiaiou pueAou, urte-
paocBeoTiapiag) ouykpvOuevn e Inv opada, mou
€AaBe elKoVIKO pdppako (placebo) mapdAAnAa pe
xnuewoBepareia 1 opuovobepareia. Mapduolo
Ogpelog otnv ToldTNTa {WwNg aAAd Kat oTtnv Kabu-
oTEPNON eKOMAWONG OKEAETIKWV OupBapdtwyv
OPEINOUEVWV Ot 00TEOAUOELG, dlamOTWONKE oe
aoBeveiq pe TIOAAAMAOUV HUEAWUA, TIOU TUXAlO-
romiOnkav ota mAaiola PeEYAANg HEAETNG va Ad-
Bouv padi pe ™ xnuelobepareia 90mg maudpo-
vatng kGBe 3-4 £Bdoudadeg yia 2 xpdvias.

MeAETeQ He TIPWTNG YEVIAG dLPWOPOVIKA aTd
Tou otdpatog, €0el&av pev KATolo KAWVIKG Ogpe-
Aog, Oxl Ouwg Tou 1diou BaBpou®®. AvtiBeta, pe-
AETEQ e DLPWOPOVIKA TPITNG YevIdg, Onwg N Co-
Aedpovatn, deixvouv TIO EVTUTIWOLAKA ATIOTEAE-
ogata otnv KabuoTEPNOoN TWV OOTIKWV ETUITAO-
KWV Kal ot BeAtiwon g mowtntag {wnig 1600
OTOV KAapPKivo TOU paoTou, 600 Kal OTO TIOAAG-
mAolv puéhwpa?’. Maiiota n JoAedpovatn eivat
TO HOvVo dLPpwOoPpovikG, Tou aredeixdn dpacTikd
OTNnV KabuoTtEpnon Kal otn peiwon Tou aptBpou
TWV OKEAETIKWV ETUMAOKWV O A0BEVEIG e KAPKI-
VO TOU TIPOOTATOU Kal KaTeEOoXNV 00TEOBAAOTIKEG
HeTAOTACEGS, Emiong, oe mMPoo@atn HEAETN ToU
avakowvwbnke oto ASCO 2002, aAAd dev Exel
akoun dnuooteutel, n oAedpovdrtn KabuotEpnoe
MV eUPAVION VEWV OOTIKWV HETAOTACEWV Kal
ETUMAOKWV 0e aoBeveiq pe Kapkivo Tou mvelpova
kat dAoug cupnayeiq dykoug

AvTtiveorntAaouarikrj dpdon

Onwg ave@epbn avwTEpw, Ta dLPWOPOVIKA,
€KTOG TWV OO0TEOKAQOTWY, EMOPOUV Kal oTa Kap-
KIWVIKA KUTTApA. Z€ in vitro HEAETEG Kal OE TIPOKAL-
VIKA povTEAa €xel Bpebel OTL emdyouv Tnv aro-
ntwon?® Kal avactéAAouv TNV MPookOAANon ota
00TA TWV KAPKIVIKOV KUTTApwv22?! gvdd mapartei-
VOUV Kal TN (1] avOCOKATAOTAAUEVWVY TIELPApA-
TOlWWV pe Kapkivo'™.

2€ Ja aAaldTteEPN TUXALOTIONUEVT) LEAETT TOU
Kanis, n xoprjynon mpoAnrmrtikd kAodpovding oe
aoBeveiq pe Kapkivo Tou paotou, Xwpig Opwg
OO0TIKEG UETAOTAOCELS, HEiWOE TO OUVOAIKG aplOud
TWV OKEAETIKWV PETAOTACEWV OE OXEON HE TOUG
aoBeveiq Tou €AaBav elKoviKO @dapuako (place-
bo), xwpig dpwg va dagpgpel 0 aplBPog Twv aobe-
VWV, TIOU QVETITUEQV OOTIKEG PETAOTACELG OTIG dUo
opadeg?. Xe Tapopola PEASTN UE Tapdpovdatn

Oev @Aavnke Kapld dlagpopd otig dUo opadegs.

2 pwa peA€tn tou Diehl, aoBeveiq pe kapkivo
TOU paoToU Kat €vOELEN UIKPOUETAOTATIKYG VOOOU
OTO HUEAS TWV OO0TWV, LIE€ AVOOOIOTOXNUIKEG LE-
B86doug, Tuxatororinkav va AaBouv kKAodpovdtn
N elkoviké @Aapuako yia 2 xpovia, pali pe ™
XnueloBeparteia 1 Tnv oppovobepaneia®’. H opd-
0a, nou mrpe kKAodpovdTtn, apouciace Alydtepeq
OOTIKEG AAAQ Kal OTIAAXVIKEG HETAOTAOCELG KAl KA-
AUtepn eruBiwon.

AuOTUX®WG pla @VAQVOIKY) PEAETN, PE TIAPO-
polo oxedlaoud, dev emBeBaiwoe TN HEAETN TOU
Diehl*2. Mia mpdagatn OIMAY} TUQAT] HEAETN ToU
Powles aoBeveig pe kapkivo Tou paotou, Tou €naip-
vav oav CUUTANPWHATIKY Bepareia kAodpovdatn
yla duo xpovia PETA TO apXIKO Xelpoupyeio, Ta-
PAAANAa e Toug AAAoug arapaitnToug Bepareu-
TIKOUG XELpLopoUg (akTvoBepareia, ynuelobepa-
neia, Tapo&pevn), mapouciacav ONUAVTIKY Heiw-
on g Bvnopdtntagss,

Mo mavw avagepdnkav oL dUo TuxXaloTIONE-
veq UEAETEG O aoBevelg pe Kapkivo Tou pactou
Kal OCTIKEG UETAOTACELG, OTIG OTIOEG N XOPYIYNoN
naudpovamng rmapdAinAa pe I xnuelobeparteia 1
v oppovoBeparteia BeAtiwoe v TIOOTNTA (WG
TWV a0BeVWV Kal KABUOTEPNOE TIG OKEAETIKEG ETTL-
TMAOKEG?324, Mia avaAuon Twv UMoopddwy Twv duo
peAeTWY, €0el&e onuavTIKO OpeAOG 0NV ertBiwon
TV aoBevov nNAkiag Kdtw Twv 50 £TWV, TIOU EAGU-
Bavav mapdpovdtn. Tétoleg dUwg avaAuoelg Tou
ouvdudlouv Ta dedopEva dLaPOPETIKWY UEAETWV
TIPEMEL va epunvedovTal Pe eTPUAQE.

TENOG, OTN UEAETN TwV aoBevwv e TIOAAG-
mAouv pUEAwua, TIou eAduBavav Xnuelobepareia
Kal apdpovdtn 1 KOVIKO PAPUAKO dev umrpxe
dlapopd otnv emBiwon twv dUo opddwv. ZInv
urtoopdada Spwg Twv acbevwv, mou eAduBave deu-
TEPNQ Kal TTAVW YPAuunig Xnuetobepareia ummpye
éva 6@ehog atnv emBiwon?s.

2UUTEPAOUATIKA Ba A&yape OTL 0 POAOG TwWV
SLPWOPOVIKWV OTNV AVTILETWIILON TNG Kakorjfoug
unepaoBeotiapiag, otnv BeAtinwon g ToOTNTAG
(NG TwV aoBevwVv PE OOTIKEG METAOTACELS KAl
OTnN HElWON TWV OKEAETIKWV ETILITAOKWV €ival aro-
OedelyEVOg OTOV KAPKivo TOU HaoTou, OTO TIOA-
AarAolV UUEAWHA Kal OTOV KAPKivo Tou TpooTd-
Tou. AvtiBeta pével akOPn avolkTo TO B€pa Tng
QVTLVEOTIAAOUATIKYG Toug dpdong kal tng emnidpa-
ong Toug otV emBiwon Twv acbevwv Pe KAPKi-
vo.
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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.
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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:

e AML1/ETO:. The translocation (8;21) is found
in Acute Myeloid Leukemia (AML) associated
with FAB subtype M2 and M4.

e BCR/ABL: the Philadelphia chromosome trans-
location, 1(9;22)(934;911) has diagnostic and
prognostic implications in Chronic Myeloid Leu-
kemia (CML) and Acute Lymphoblastic Leuke-
mia (ALL).

e ETV6/AML 1. The translocation t(12;21) (p13;022)
is the most common genetic alteration in child-

Molecular Biologist -Geneticist, Director, Department of
Molecular Biology and Genetics, Metropolitan Hospital,
18547 N. Faliro, Athens, Greece.

hood ALL.

e HER-2/neu. Gene amplifications of the HER-2/
neu gene are diagnostic and prognostic for
Breast Cancer.

e MHY11: The inv(16)(p13q22) and related
t(16;16)(p13;922) are found in patients with
AML, most commonly associated with M4.

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

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

e 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) ' 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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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.

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-
veloped?® 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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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 enhancement*.

Centromeric multiplex FISH (CM-FISH)®. 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 abnormalities®. In
association with multicolor FISH approaches, this
technique can be referred to as chromosome bar
coding’.

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-microscopy®. Low-temperature fast FISH is
also possible (LTFF)°.

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)'.

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)'".

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 abnormalities™?.

Micro-FISH: The recently described microdis-
section of fluorescence-labeled chromosomes
(FISH-MD)3, 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 aberrations'.

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 Tag 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 FISH'®'8,

Other techniques include: Combinatorial multi-
fluor FISH*; Multicolor high resolution banding of
chromosomes (mMBAND)'"; and Fibre-FISH that has
application in accurately sizing gaps and overlaps
and in identifying chimeric or repeat sequences’®.

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
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MPOQTOTYTEX MEAETEX

2UVOUaoMOC 6ooTatEAng kal BivopeApmiving
OE TIPOXWPNHEVO KAPKIVO HaCTOU

M. BaoilouavwAdkng, I'. Angpng, 2. Ntpooupdkou, M. Asuipn, P. Tokou, N. Adlapng,
K. lewpyouon, . Kouudkng, B. Mriapurouvng, . Mioitdng*, A. Euppaiuidou

MNMEPIAHWH
2komnoq : H ektiunon tng avtanokplong kat tng avoxrg tou cuvduaopou BivopeApurtivng (BIN)
kat dooeta&EAng (AOZ) oav mMpWwTNg YPAuUng xnuelobepareia oe aoBeveiq pe PETAOTATIKO
Kapkivo Tou paotoul. AcBeveig kal pé@odol: MeAetriOnkav 40 yuvaikeg pe un rpoBepareupé-
VO, HETAOTATIKG KAPKIVO TOU HAOTOU, YE OTIAAXVIKEG (85%) Kai 0OTIKEG (70%) peTaotdoelg.
Ewkoottéooeplq aoBeveig (60%) eixav mponyoupEvwg AGBel TIIKOUPIKY) XnueloBeparteia n omoia
ouprieplAauBave avBpakukAiveg oe 12 aoBeveig (30%). To BepareuTikd oxripa aroTteAeito amno
BIN 25 mg/m? Tig nuépeg 1 kat 5 kat AOZ 75 mg/m? tnv nuépa 1, kGBe 3 €BdouAdEeQ.
Avdaroya pe 1o vadip Twv oudetepdplAwy (grade 3 kat 4 oudeteporievia katd WHO), £dideto
avaouvOUaoHEVOSG avBpWTILVOG auénTikdg TIapdywVv TV aMoKIWV Twv oudeTtepdpliwv (G-CSF)
5ug/kg TIg NuEPES 2-4 Kal 6-13 yia 6Aoug TOuG eMOUEVOUG KUKAOUG XnueloBepareiag. AmoTe-
Aéoparta: n GUVOAKY] avtanokplon (ZA) ftav 40% (95% dwaotnua alortiotiag, 15-65). e €EL
acBeveiq (15%) mapatnpnnke mANENG Ugeon (MY) g véoou kat oe 10 acBeveiq (25%)
pepLKn Upeon (MY). Ztabepr} vooog mapatnprinke oe 6 acbeveig (15%) kat 18 aoBeveiq (45%)
elyxav npoodo véoou (MNN). H didueon didpkela avtarokplong ritav 8 Priveq Kat o urtoAoylloue-
vog dlapecog Xpovog PEXPL TNV epPavion erdeivwong g véoou (time to progression, TTP)
ftav 6 priveq. Kupla To&ikdtnTa ftav n oudeteporievia 8adpou 3 kat 4 oe 28 acbeveiq (70%).
Eunidpetog oudeteponevia yla tnv omnoia xpeldobnke eloaywyr o Noookoueio ouveBn oe 12
acBeveiq ( 30%). Avapia 8aBuou 3 1 4 mapatnpribnke oe 2 aobeveiq (5%) kat BpouBorevia
BaBuou 3 oe 1 aobevn (2,5%). ZoBapr| pn ALATOAOYIKY) TOEIKOTNTA EKTOG A6 aAwTeKia, Tav
aouvnBlotn Kat cuprepAauBave otopatitida oe 2 aobeveiq (5%), epetod oe 2 (5%) kat diappola
oe 1 aoBevn] (2,5%). Aev utrjpxav Bdvatol Tou va oxetiCovtal pe tn Beparneia. Zuprepdcpa-
Ta: Ta dedopéva pag deixvouv 6Tl o ocuvduaoudg BIN kat AOZ otig ddoelg mou XpnoLuorioL)-
Onkav oe autr| Tn PHEAETN, €0el&e IkavoroNTIKY) dPACTIKOTNTA AV TIPWTNG YPAUMUNG XNUEL0Be-
pareia oe PETAOTATIKO Kapkivo Tou pactou. H oudeteporievia rjtav onuavTikyy aAAd eukoAa
avtietwrion. Aé€eig KAe1814: BlvopeAurivn, SooeTAEEAT, MPWTNG YPAUUNG XNueloBepareia,
HMETAOTATIKOG Kapkivog Tou pactou. BApa KAiviking OykoAoyiag 2002, 1 (2):131-138.

B’ MaBoAoyikry — OykoAoyikfy KAwvikr) kat KAwvikr) Ma- ™ AleuBuvtri, B" MaBoAoyikr-OykoAoyikr) KALvikr), No-
otou* tou Noookopeiou “O Aylog 2aB6ag” ookopeio "O Aylog 2a86ag". Aewp. ANeEavdpag 171,
ANAnAoypagia: MixdAn BaotlopavwAdkn, AvamAnpw- 115 22 ABrjva, e-mail: vassiloma@otenet.gr
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EIZArQrH

To 40% Twv acBevwv pe Kapkivo pactou Ba
UTIOTPOTTILACEL TIap’ OAN TNV ETAPKT TOTIKO-TIEPLO-
XIKY] Beparieia Kal CUOTNUATIKY] TIOAUXNUELOBEPQ-
neia mou didetal petd TV apxikn diayvwon'. H
au&avopevn XPNOLLOTIoINoN TwV avBPaAKUKALVWYV
OTNV ETIKOUPIKY Beparieia, €xel odnynoel otnv
TIEPLOPLOUEVN BuvaTOTNTA XPNOLUOTIOINONG TOUg
oe aoBeveig pe umtotpor). QG ek TOUTOU UTIAPXEL
avaykn yla dpacTikd, un mepLEXovTa avepakuKAi-
VN XNUELOBEPAMEUTIKA OXLATA O QUTES TIG TIEPL-
ntwoelg. Meta&l Twv VEwv XNUELOBEPATIEUTIKWY
(pappdkwv Ta oroia avakaAueenkav Tnv TEAEU-
Taia dekaetia, n AOZ kat n BIN eival ouocieg ToA-
Ad UTTOOYOHEVEG HE ONUAVTIKY dPAOTIKOTNTA OTaV
didovtal cav TpwtNgG ypapung Bepareia.

H dpdon kat Twv duo eival 6NV UTWTIKA ATpa-
KTO, OUYKEKPLUEVA oTapaTolv Ta dlaipolpeva KUT-
Tapa OTNV UETAPAOT, ETIEVEQPYWVTAG OTA HIKPO-
owAnvapla aAAd pe dlapopeTIKOUg Unxaviopoug.
H BIN oav KAQOIKOG avTIOWANVaPLaKOG Tapdywv
TIPOKaAel Tnv dldomaon Twv HIKPOOWANvapiwy,
AOY® avaoToAi TOU TIOAUMEPLOMOU NG CWANVO-
nMpwTeivng (tubulin)2. AvtiBeta, n AOX Tmpodysl
TNV CUCCWPEEUAT TNG CWANVOTIPWTEIVNG  Kal ava-
OTENAeL Tnv arodour] NG oe eAelBepn CwAnvo-
TIPWTEIVN PE ATIOTEAEOHA TOV OXNUATIONO TtaBo-
AOYIKOV HIKpoowANvapiovd O BlapopeTIKOG Un-
xaviopdg dpdong ™g AOZ kat BIN ota pikpoow-
Anvaptla unodelkvuel pia meavr KAWVIKY cuvepyla
Kal anoTeAel TO OKEMTIKO yla TNV ouvduaoueévn
TOUG XPNON OTNV KAWIKY TIPAEN*S. Tuvépyla ma-
patnpnBnke Kat in vitro étav kat Ta duo eapuaka
ouvduAoTNKav Ot TIPOKALVIKEG HEAETEGE Kal Xo-
pnyndnkav eite Tautdxpova eite n BIN mponyn-
Bnke g AOX.

Ta dUo ¢pdpupaka yopnyouueva ocav TPWING
YPauung povo-bepaneia n AOZ oe déoelg 75-100
mg/m? KaBe Tpelg €80ouddeg kat n BIN o ddon
30 mg/m? eB8douadlaing, anédwoav avTamnokpi-
oelg NG TAENG Tou 40%-68%%'" 1 mpdIn Kat
41%-50%'%-15 n deutepn avtioTolKa.

2e pa peAétn @dong 1 - yia Tnv avelpeon
TwV peyioTwv emutpentwyv ddoewv dtav ta ¢ap-
paka ocuvdualovtal - n BIN xopnynbnke Tig nueé-
peg 1 kat 5 akoAouBoupevn ard AOZ tnv nuépa
1 Kal To oxnua enavaiapBavotav Kabe tpelg e6d0-
padeq. Bpebnkav duo avwTepol avektol ouvdua-
opoi ddoewv, o MPWTOg Tav ota 75 mg/m? NG
AOZ kat 22.5 mg/m? g BIN kat o deUtepog ota
100 mg/m? g AOZ kat 20 mg/m? g BIN. Ot
TOEIKOTNTEG TTOU TiEPLdpLZav Tn dOoN 1jTav 1 eurnu-

peTn oudetepornevia kal n BAevvoyoviTida'e,

Baolopévol oe autd Ta dedopgva, ouvdudoape
v BivopeAurivn oe ddorn 25 mg/m? TIG NUEPES
1 kat 5 pe v dooeta&éAn oe doon 75 mg/m?
™mv nueEpa 1, oe aobeveiq pue PETAOTATIKO KAPKI-
VO TOU PaoToU. ZKOTOG NG HEAETNG 1TAV va eKTI-
MYJOOULE TNV QVTIVEOTIAQCHATIKY] dpaoTIKATNTA Kal
avoxr] Tou ouvduacpou Og pn TIPOBEPATIEUMEVES
aoBeveiq. EkTog amd pia peAetn omou BIN 30 mg/
m? d66nke TI Nuépeg 1 kKat 8 kat AOT 30 mg/m?
T NueEpeg 1, 8 kat 15 kaGBe 4 £B8douadeg ocav
npwng 1 deutepng ypapung Bepareia, dev urap-
Xouv dAAeg dnuootevoelg mou va dlepeuvouv Tnv
aroTeAeopaTikOTNTA Tou ocuvduaopou BIN JAOZ
O€ LETAOTATIKO KAPKivo TOU paotou.

AZOENEIZ KAl MEOOAOI
AobBeveig

KatdAAnAeq yia swoaywyn oto TPwTOKOAAO
Nrav aoBeveiq nAkiag peta&u 18 kat 72 eTwv pe
LOTOAOYIKA £MBEBAWUEVO KAPKiVO TOU pHacTou, TIou
urtotportiace PeTd amd mPonyoUUEVN ETIIKOUPLKN
Bepareia. AcBeveig ol omoiol mapouctdobnkav €€’
apxNng HE UETAOTATIKA VOOO ETONG CUUTIEPLEAT}-
@Onoav otn peA€n. MNponynbeica oppovobepa-
neia kat aktwvoBepareia ylia PETAOTATIKY vOOO
erTpenotav, aAAd €npene va eixe dlakorel Tou-
Aaxlotov t€0oeplg €B8douddeq nplv and Inv eico-
0o oto nmpwTtdkoAAo. AcBeveiq oL ortoiol eixav AdBel
TIPONYOUUEVWSG TIAPNYOPNTIKY XnueloBepaneia
Atav akataAAnAoL

‘OMol oL aoBeveiq xpelaldtav va €XouV YETPN-
™ vooo Touldylotov oe duo daotdoelg pe BAG-
8eq avagopdg mavw ard 1 cm oe peyebog otn
(PUOLKY| eE€TaoN, akTivoypagpia, urtepnxoypdenua
N afovikniy Topoypagia. Emiong €nperne va €xouv
KAWVIKT) katdotaon (performance status) ouppwva
pe tov MNaykdopo Opyaviopd Yyeiag (WHO) Al-
YoTepo amd 3 kat avapevépevn emBiwon navw
arté 3 pfveq. AoBeveig pe véoo KevTplkou veupl-
koU CUOCTNAHATOG Kal 00TEOBAAOTIKEG UETAOTACELG
oav TNV Povn LETAOTATIKY £o0Tia, eEalpouvtav anod
TO TIPWTOKOAAO.

AANa KpLTNpla KATAAANASGTNTAG YA €l0AYWYN
OTn HEAETN NTaV: EMAPKEIG AILATOAOYIKEG TIAPA-
HeTpoL TIpo Beparneiag (apBpog Aeukwv aLoopal-
piwv = 3500/pl, aplOpodg aporetaAiwv = 100.000/
dl kat aipoopaipivn = 11 g/ul ), kpeativivn opou <
1.5 mg/dl, xoAepuBpivn opou < 1.5 mg/dl kat Tpav-
oauwvdoeg opou < arnd To JUMAAGCLO TOU aVWTEPOU
puoLoAoyLkoU opiou. H ektiunon mpo g €vapéng
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™m¢ Bepaneiag ouprepiAduBave emiong MANRPES
LOTOPIKO Kal PUOLKY €E€Taon, YeVIKn aipatog, ye-
VIKI] oUpwv, Ba0olKO BLOXNUIKO €AeYXO KAl TAe-
kTpokapdloypdpnua. H €ktaon tng vooou eKTIUG-
TOo TPV ard v €vapEn kabwg kat peTd aro
kGBe dUO KUKAouG Bepareiag, Pe TNV KAWVIKY| €E€-
Taon, aktwvoypagpieg, uriepnxoypdenua 1 agovi-
K] Topoypa®ia. ZUAAOYEG 1§ 00TEOBAACTIKEG EVTO-
riioelg dev Bewpolvtav oav AVTIKEIUEVIKA PETPN-
oueg BAaBeq. ‘OMoL oL acBeveiq xpeldotnke va
uttoypdyouv To €VTUTO TIANPOPOPNUEVNG ouvai-
veong. Na ™ peAén {nmOnke n €ykplon g
Erutporiq HOknG kat AeovtoAoyiag tou Noooko-
peiou “O Aylog 2da86ag”.

MpwTéKOoAAO Bepaneiag

H Bepaneia oupriepihauBave BIN 25 mg/m? Tig
nuéEpeg 1 kat 5, akohouBoupevn ard AOY 75 mg/
m? tnv nuépa 1. H BIN dahudétav oe 50 ml @u-
OloAoykou opou Kat diddétav cav evdopAEBLa £y-
xuon dldpkelag 10 AeTT@V. 2Tn OUVEXELD XOpPN-
youvtav 200 ml @ualoAoyikou opol ypriyopa yla
v nPSANYN XNUKNG eAeBitidag. H AOY edideto
evtog 250 ml pualoAoyikoUu opoU oe €yxuon ULag
wpag. H avtiepeTik aywyn ftav ouvnbwg pe 5-
HT, avtaywviotég. Mpog amoguyr| Twv avagpuAa-
KTIKOV avTIdpdoewv Kal NG Katakpdtnong uypwy,
ol aoBeveiq eAduBavav mposTollacia pe deEaue-
Bagovn per os 8 mg dUo Popeg NuePNoiwg, apxi-
fovtag 24 wpeg Tpv amd v Xnuelobepaneia
Kat yla 6 ouveyoueveg ddoelg. To oxripa enava-
AauBavotav kaBe Tpelg £8douddeg otnv Movada
Huepniowag NoonAeiag €wg tnv dlaniotwon mpood-
dou vooou | €wg €va PEYIOTO aplOpd evvea Ku-
KAWV.

TogikoéTNTO

‘OAeg oL aoBeveiq Tou TANpouUcav Ta KpLtipla
KATAAANAGTNTAG eKTIUNONKav ooov agopd tnv
avTarnokplon Kat ITnv ToElkéTNTa, cuupwva pe ta
kpttrpla tou WHO'Y. H Ttorikr} avoyr] Twv (Ae-
Bwv eKTUNONKE oUpPwva pe TNV KAipaka Ritt-
enberg yla v ektiunon ™mg eAeBitdag’®. H na-
pPakoAouBbnon g ToEIKOTNTAS cuprepleAduBave
YEVIKA aipatog Tig nueépeg 1, 8, 15 kat 21 ka@be
KUKAou. ‘Otav eugavi{étav aylatoAoyikr] ToEKO-
mta 8abuou 3 1 4, n yevikn aipatog ywvétav duo
POopEG TNV €Bdoudda €wg TnVv arokatdotaon g
ToEkdTNTAG. H BivopeAurtivn v nuépa 5 d106-
Tav JOvVo av 0 arnoAuTog aplBuog Twv oudetepo-
@iAwv NTav > artd 1500/l kat ta aiporetdAla >

100.000/ul . e mepintwon eupaviong 8abuou 3
n 4 oudeteporeviag, xopnyeito G-CSF 5ug/kg
SC 11§ nuépeg 2-4 kat 6-13 ya 6Aoug Toug mMo-
Hevoug KUKAoug xnueloBeparteiag. Ot ddoelg Twv
PAaPUAKWV PElwvovTav Katd 25% oe mepintwon:
a) eumupetng oudeteporeviag B) emugvouoag,
napd tnv xpron deutepoyevouqg TPOPUAAENG HE
G-CSF, oudeteporieviag 8abuou 4 y) oe Bpop-
Bortevia BaBuou 4 kat ®) oe oroladnrote AAAN
coBapn} (BaBuou 3 1 4) pn ALATOAOYIKY] TOEIKO-
mrta.

AvTtanoékpion

271§ aoBeveig Tou €AaBav TOUAAXLOTOV €vav
KUKAO XnueloBepareiaq ekTURONKE 1 avTamnokpl-
On KaBwg Kal ol XPOVIKEG TIAPAUETPOL TIOU ago-
poucav Tnv avtarokplon. H didpkela avtanokpl-
ong uroAoyioBnke amd v €vap&n Ing Kaiute-
PNG avTamnokplong €wg TNV nuépa mou dlamnioTw-
Onke Tpdodog vooou.

H otatiotikrii avdiuon €ylve XpnoLomolvTag
v katd Pearson chi-square (X2 ) péBodo. O
Xpovog €wg tnv npdodo vooou (time to progres-
sion, TTP) opioBnke oav tov xpdvo and v nue-
pounvia €l06dou 0Tn HEAETN €wg TNV Nuepounvia
mou darotwlnke mpoéodog véoou Kai UTtoAoyi-
oBnke pe v pEBodo Kaplan-Meier.

AMOTEAEZMATA
XapakTnpIoTIKA acOevav

Avapeoa otov OktwBplo tou 1999 kat Tov
lavoudplo tou 2001 €raBav pEPOG O ° QUTNV TNV
HEAETN ouvoAlkd 40 acBeveig. ‘OAol oL acBeveig
urtoAoyiobnkav otnv eKTiunon Ing avianokplong
Kal TNG TOEKOTNTAG. Ta XapaKTNELOTIKA Twv aobe-
vV TtapouactaZovtal otov tiivaka 1. H péon nAwia
Twv aoBevwv ftav 55 €1 (eupog 38-72). Aeka-
nevte aoBevei§ NTAV TIPOEUUNVOTIAUOLAKES Kal
EIKOOITEVTE HUETEUUNVOTIAUOLOKEG. O pEcOg XPOo-
vog ano v TpwToyevr didyvwon €wg tnv Tipdodo
vooou ftav 20 prveg (eupog 0-144). Ta oota
ATav n o ouxvr| €0Tia YLETAOTATIKNAG TIPOCBOANG
(70%), akoAouBoupevn ard to rjrap (47.5%), nveu-
pova (37,5%), Aepgpadeveg (35%), Bwpakikd Toi-
xwpa/deppa (22,5%) Kal TIAEUPLTLKY] CUAANOYN
(12.5%). 'Evteka aoBeveig gixav povrpn petacta-
TIKN) evTomon (27.5%), 12 eixav duo (30%) kat
17 (42.5%) eixav Tpelq 1§ neploodtepeq. Ekoatre-
vTe aobeveig (62.5%) eixav AdBel TPONYOUUEVWG
oppovoBepareia. Emikoupkry (adjuvant) oppovo-
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lMivaka¢ 1. XapaktnploTtikd acbevwv

N (%)

ApBudg acbevwv 40

HAwia (€tn)

Median 55
Range (38 - 72)

Kataotaon epprjvou puoewg
MpoeupnvomMauoLakeg 15 (37.5)
MeTEPUNVOTAUCIAKES 25 (62.5)

Olotpoyovikoi uttodoxeiq
OeTikol 20 (50)
Apvnrikoi 11 (27.5)
Ayvwotol 9 (22.5)

Xpodvog and didyvwon €wg erudeivwon (Unv)

Median 20
Range (0 - 144)

Mponyn6eioa Oppovobepareia 25 (62.5)
Adjuvant 14 (35)
Adjuvant + palliative 11 (27.5)

Mponyn6eioa adjuvant ynueloBepareia 24 (60)
Me avBpakukAiveg 12 (30)
CMF’ 10 (25)
MeyaBepaneia™ 2 (5)

ApBPAG PETAOTATIKWV E0TIWV

1 11 (27.5)
2 12 (30)
>3 17 (42.5)

* CMF: Cyclophosphamide, Methotrexate, Fluoracil
" MéyaBeparneia : Carboplatin/ Etoposide /Melphalan

Beparteia cixe dobei oe 14 aobeveiq evw oe 11
aoBeveiq (27.5%) cixe 500ei opUOVIKOG XELPLOMOG
T600 WG ETIKOUPLKY Bepareia KaBWG 600 Kat yla
peTaoTtatikn vooo. Eikoottéooeplg aobeveiq (60%)
elxav AGBel €MIKOUPIKY] XNuUeloBepaneia ek Twv
oroiwv ot 12 (30%) pe avBpakukAiveg, ot 10 (25%)
pe CMF kat 2 eixav AdBel peyabepareia.

AvTtanokpion oTn Bepancia

H ouvoAkn avtarniékpion fytav 40% (95% O1a-
otmua a&orotiag 15-65) cupneplAauBavousvwv
6 (15%) mANpwv Kat 10 (25%) HEPIKWV UPECEWV.
Aemtopepny otolkeia 6oov apopd TNV avtanokpl-
on ¢aivovtal otov lMivaka 2. ZtaBeporoinon g
vooou mapatnpnénke oe €& (15%) aobeveiq. H
peon dudpkela TG avtanokplong frav 8 unveg
(eUpog 4-12). MeTd amnd PEco XPOVO TTAPAKOAOU-
fnong 13 unvwv, 31 aoBeveiq (77%) nTav akoua
ev Cwn kat 11 aoBeveig (27.5%) ftav Xwpig €v-
O¢el&n mpoodou vooou. H TIAEIOVOTNG TWV QVTIKEL-
HEVIKWV avTarnokpioewyv napatnpriénkav oe omia-
XVIKEG €0Tieg oc 14 and 34 (48%) aobeveiq. H
avtarokplon ftav aveEdptntn and Tov aploud

TWV EUTTAEKOUEVWV OPYAVWV: Yia €va opyavo 45%,
yia dUo 42% Kkat yla = ano tpia 35%. Aev unmpxe
OTATIOTIKA ONUavTiki dlagopd oTnv avIarokpLon
avdueoa oTo €id0¢ TWV HETAOTATIKWV EO0TIOV
(p=0,885) kat otov apBuod toug (p=0.858). O did-
HECOG TIPOBAETOUEVOG XPOVOG UEXPL TNV EUPAVIL-
on emudeivwong (time to progression, TTP) ntav
6 pnveg (95% Owaotnua alomotiag 3.25-8.75,
mivakag 2) evw 1n peon emBiwon dev €xel akdun
emTeuyBel.

O¢parmeia kKal avoxn Oeparmeiag

2UVOAIKA xopnynénkav ekatov-oydovta duo
ouvedpieq xnuetobepareiag. O pécog aplBuog Twv
Bepaneiwv Ntav 4.5 ava acbevn) (evpog 1-9). O1
060elg Mg BvopeAurivng Kat g dooeTa&EANg
pewdnkav atoug107 (60%) KUKAoug Kat 93 (52%)
KUKAoug avTtioTtolxa. H p€on €vtaon doong yia
mv AOZ nftav 0.90 (evpog 0.8-1.0) kat yia v
BIN 0.84 (eupog 0.6-1.0). la tnv BIN n peon 66on
avd ouvedpia xnueodepaneiag ytav 21 mg/m?2,

H to€ikdtnTa ntav kupiwg awatoAoyikn (Miva-
kag 3). Eioolokt® acBbeveiq (70%) eixav 8abuou 3
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MMivaka¢ 2. Avtanokplon oto oxua Docetaxel/Vinorelbine
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AvTanokpion AplBuog (%)
>UVOAIKY] AvTtarmokplon 16 (40)
MANPng Avtamokplon 6 (15)

Mepikry Avtanokpion 10 (25)
>tdowpn vooog 6 (15)
Emdeivwon 18 (45)
Awapeon diapkela avtanokplong (URveg) 8(4-12)

Awdpeoog xpovog €wg emdeivwon (UNVveg) 6(3-6)

Avtanokplon BAcel HETAOTATIKNG €0Tiag

Oota 8/28 (29)

"Hrap 7/19 (37)

Mvedpoveg 7/15 (47)

NAeppadéveg 6/14 (43)

Owpakikd Toixwua/ dEppa 3/9 (33)

MAeupitig 2/5 (40)
Avtanokplon B8dacel aplOpoU PHETACTATIKWV E0TIWV

1 5/11 (45)

2 5/12 (42)

>3 6/17 (35)
lMivaka¢ 3. Meyiotn mapatnpnBeioa To&kOTNTA

KAipaka WHO

1 2 3 4 3+4 (%)
Oubdeteporevia 4 5 8 20 28 (70)
Avawia 15 3 2 0 2 (5)
OpouBorevia 2 2 1 0 1 (2.5)
>topatitida 2 4 2 0 2 (5)
Awappola 2 1 1 0 1 (2.5)
Nautia/ epetodg 10 3 2 0 2 (5)
Alwrekia 6 4 13 0 13 (32)
NeupotogikotTa 2 1 0 0 0 (0)
dAeBiTIda 1 1 0 0 0 (0)
Katakpdtnon uypwv 2 0 0 0 0 (0)
AMepyiKi avtidpaon 1 0 0 0 0 (0)
n 4 oudeteporievia. Eumnupetog oudetepornevia 2YZHTHZH

napatnendnke oe 16 acBeveiq (40%) kat 12 ard
autoug (30%) elonxBnoav oto Noookopeio yia xo-
pnynon IV avtiBotikwyv. Aev cuvéBnoav ToEikol
Bdvatol AuENTIKOG Tapdywv Yopnynbnke oe 28
aoBeveig (70%), Adyw Babuou 3 1 4 oudeteporie-
viag. Avawia mapatnpnbnke omaviwg (duo acbe-
veilg pe 8aBuo 3, 5%) kat 8aBuég 3 BpouBorteviag
napatnendnke povo oe gvav acbevn (2.5%). Bab-
pou 3 otopatitida fitav acuvnBeg eupnua (5%) kat
didppota Atav ondvia (2.5%). Xnuikn eAeBitida oto
onueio Qg €yxuong (Babuou 1 n 2 katd v KAi-
paka Rittenberg) mapatmprBnke oe 2 acBeveiq (5%).
H vautia kat 0 epeToq tav yevikd Mrieg rmapevep-
veleq. H ahwrekia rtav kaBoAIkr). ZoBapr) nepipe-
PIKY] veuportidBela dev TapatnPr|OnkKe.

‘Evag onuavtikog aplbudg acbevwv pe Kapki-
VO Tou pactou Ba urotporiidoel map’ OAn thv
TOTIKO - TIEPLOXIKY] QYWYY] Kal TNV ETIKOUPIKN
Bepaneia. Zrjuepa, 6A0 Kal TEEPLOCOTEPOL A0BEVEIQ
AauBdavouv wg ETIIKOUPIKT) Beparteia oxruara mou
TIEPLEXOUV AVOPAKUKAIVEG, |IE AMOTEAEOUA VA UELW-
veTal 1 duvaTtoTnTa XProlUornoinong Toug oe Te-
pirtwon urotporq. Emopévwg, ouxva eival ara-
paitIN n xoprynon OXNUATWV HUn TEPLEXovTa
avOpaKUKAiveg cav PWTNG YPAUUng Bepaneia oe
METAOTATIKO KAPKiVO TOU pactou. Avapeoa OTIg
VEEQ ouoieq TIoU PeEAETHONKav Ta TeAeutaia Xpo-
viq, 11 doceTa&eAn Kat 1 BivopeApurivn €xouv Bpe-
Bel va eival oL MAEov dpaoTIKEG. 'ETOL TTapapeEvel
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N MPOKANON TOU va UEAETHOEL KAVEI§ ToV Tapa-
ndvw ouvduaopd Qapudkwv cav TmPWTNG YPau-
ung Bepareia oe petaotatikn voco. O cuvdua-
OMOG auTog €xel mapouotdoel anodekT TOEIKOTN-
Ta O Un HIKPOKUTTAPIKO KapKivo Tou Tveupo-
Va18,20_

H avtamndkplon 1ou mapatnperénke otnv Ta-
pouca PEAETN NjTav XaunAdTepn amnd authiv Tou
BpEBnke oTnNV PeAéTn Twv Kormek kat ouv?', dTav
Ta duo pdppaka cuvdudodnkav aAAd pe dlapope-
TIKO TPOTO (n BwvopeAurivn oe ddon 30 mg/m?
TI§ NuUéEpeg 1 kat 15 kat n dooeta&éAn 30 mg/m?
TI§ nuepeg 1, 8 kat 15 k@Be t€0OEPIG £BOOUA-
0€Q). ZTn MeAETN auty) TIoU ouumneplAauBave 57
OUVOAIKA aoBeveig, povo 42 acbeveiq €AaBav
Tov Tapandvw ouvduacud oav MPWING YPAUUNG
Beparteia pe Mooo0TO avtarnokpong 64%. Edw
TIPETIEL VA ONUEWWOOUNE OTL TO TIOCOOTO TwV a06e-
VWV PE OOTIKEG peTaoTdoelg tav pévo 19% (11/
57) otn peAétn tou Kormek oe oUykplon pe To
70% (17/40) tou utjpxe OTN OIKY] Hag MEAETN,
EVW 0 aplBuog Twv acbevwv pe ? 3 eotieq peta-
OTaTIKNG TIPO0BOANG MTav 25% (14/57) kat 42.5%
(17/40) avtiotola. Aoyw Ttwv mapandvw dlago-
pwv propei va eEnynbel kat n peyaAdtepn avta-
Tiékplon otn peAetn tou Kormek , (ap’ Ao tou
N oUYyKpLon PeAETWV ¢aong 2 dev eival dOKiun
TAKTIKA YEVIKQ).

H TIpOKATAPKTIKY) avakoivwon piag HEAETNG
oTtnv oroia o ouvduaopdg AOZ kat BIN yxopnyn-
Onke oe 35 aobeveiq pe kapkivo pactolu ,o0av
MpWTNG YPauung Bepareia pe mapopolo Tpomo
pe Tov diIké pag, £dwoe mapdpola anoteAéopata
He avTamndkplon g TAEewg Tou 42%322 .

2Tnv HEAETN pag, £EL aoBeveiq (15%) meTuxav
TIAY)PN Ugpeon Kat 8€ka (25%) peptkn Ugpeon meTu-
xaivovtag €Tol OUVOAKY) avtarnokplon 40%.2ta-
Bepn] vooog Ttapatnpridnke oe €€L aobeveig (15%).
H pe€on dudpkela avtanokplong frtav 8 prjveg Kat
0 HEOOG XPOvog ewg Tnv mpdodo vooou (time to
progression) rjtav > 12 prjveq. Metd amno napako-
Aoubnon 12 unvwv, 31 acBeveiq (77%) Htav {w-
viavol kat 11 aoBeveiq (27.5%) xwpig npdodo
vooou. O ouvBuaopog pAavnke va €xel mapopola
0paoTikdTNTa O OAeg TIG £0TiEQ TIPOOBOANG Kal
avetapmtwg TOUu aplOpol TwV HETACTATIKWV
€0TIWV, KABWG aocbevelg Ye TPELG N TIEPLOCOTEPES
METAOTATIKEG £0TIEG AVTATIOKPIBNKAV pE TTApOpoLo
TPOTO pe auToug Pe AlyoTepeg amo TPELG PeTa-
OTATIKEG EO0TIEG.

H kupla tolkétnta tou cuvduacpou ritav ou-
deteponevia evw coBapr) avawpia kat BpopBorte-
via fjtav omavieq. Oudeteporevia Babuou 3 kat 4

napouciace 10 70% Twv acBevwv Kal urtootnpi-
xOnkav pe G-CSF. Aekagfl aobeveiq (40%) ma-
pouciacav euripeto oudeteportievia kat 12 (30%)
Xpelaobnke va voonAeuBouv. Map’ 6An Tnv UPnAn
enintwon g oudeteponeviag, n TokdtnTa fTav
aQvTIHETWTIOUN Kat dev ouveEBnoav To&lkoi Bdva-
TOL ZXETIKA pe Tnv pn awpatoloyikhy TogikdtnTa
ONUeLDVOUUE TNV aAwrekia BaBupou 3 mou nmapou-
oldobnke oto 32% Twv aoBevwv KaBWG kal Tnv
otouartitida mou ouveBn oe 10 aobeveiq pe poévo
2 neputwoelg (5%) érou nmapatnpridnke 8abuou
3 to&oTnTa. Map’ 6An Tnv Tbavr} VEUPOTOEIKO-
™mrta Twv U0 PAPUAKWY, N TIEPLPEPLKY| VEUPOTIA-
Bela fjtav ondvia Kat oxeTIKA fjra (Babuou 1 kat
2). Tevikd, n TOEIKOTNTA OTN HEAETN pag eivat
TIApOUOLa e QUTY) TIOU KATAypPApnKe OTn HEAETN
Tou Kormek kai ouv2' 6rmou kat Tapatnprenke
oudeteportevia Babuou 3 kat 4 010 64% Twv a0Be-
VQV.

2e PeAETN (aong 2 Twv Romero A kat ouv?®,
n BIN oe cuvduaopd pe makALTaEEAN xopnyrionke
oe 49 un npoBepareupeveg aobeveiq Pe POYw-
pNUEVO Kapkivo pacTou. H avtamokplon mou mna-
patnpenenke ntav 60%, o HECOG XPOVOG EWG TNV
artotuyia g Bepareiag 7 priveg kat n peon ert-
Biwon 17 pnveg. Oudeteporevia Babuou 3 kal 4
ouveBn oto 92% Twv adbevwv, pe dUo ToEIKoUg
Bavarouq.

e peléteg gaong 2 n AOX kat n BIN 6tav
xopnynenkav cav povoBeparieia TPWTNG YPAu-
UG 0g HETAOTATIKO KAPKIVO TOUu paotou’-'4, mé-
Tuxav avrarokpioelq navw ard 40%. Kabwg o
ouvduaopog ™G dooeTa&EANG Kal BivopeAuTtiving
oTnv Tapouca HEAETN pAong 2 anedwoe To0o-
oT16 avrtanékpong 40%, oulnteital To yeyovog
0Tl mapdpola aroteAéopata Ba propovoav va
g€xouv eruteuyBei pe povobeparneia pe dooetage-
An. Map’ 6N autd, n oxeddv 55% avtanodkplon
Tou Tapatnprenke oe povoBeparneia pe dooeta-
EEAN OTIC MPWTEG UeEAETES Pdong 22627 Ba mpé-
nelL va Bewpeital oav MPWIYN, €@’ 000V QUTEQ
g€xouv BaoloBei oe pikpoug aplBuoug acbevwv. Ot
HETETEITA TUXALOTIOINUEVEG UEAETEG HOvVOBePQ-
neiag pe dooeTa&EAn EvavTl ptopukivng C + Biv-
purAaotivng n €vavtt pebotpegdtng + 5FU oe
avOeKTIKEG OTIG avBpakukAiveg 1§ Bapld ripobepa-
neupéveg aobeveig, anédwoe Babuoug avtanodkpl-
ong 30% kat 42% avtiotolxa, ylia Tnv dooeTage-
An282°. To av mpaypatikd unepéxel o ouvduaoudg
AOZ+ BIN €vavtt Tng povoBeparneiaq pe AOL |,
propei va aravtnBei pévo pe TUXALOTIOINUEVES
HEAETEG pdong 3.

Ta aroteAéopata g HEAETNG Hag 600V ago-
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pAa 10 BaBUS avTamokplong dev HAPTUPOUV KALVL-
Kn] ouvepyla oe avtiBeon pe Ta euprjuata in vitro
pHeAeTWV Orou TapatnPrONKe OuvePYIKY) dpdon
avaueoa ota duo edappaka®’. EE aitiag Tou yeyo-
véTog OTL Kat 1 BvopeAprtivn Kat n dooeTagenn
Opouv OTOUG MIKPOOWANVIOKOUG aAANd pe €vav
TeAeiwg dlaPopeTikd punxaviopd, uroBEToupe OTL
yla va eriteuxBei ouvEpyla o TPOTOg Kat o Xpo-
VoG NG XOopnynong Toug propei va maicel onua-
VTIKG poAo. ‘Otav n makATa&EAn (ta&dvn pe mna-
popolo upnxavioud dpdong pe ™ dooeTa&eAn)
xopnynenke OxtL tautdypova, aAAd petd t Bivo-
PEAUTTVY], TIApATNPENBNKe avtaywviopog?? . Amd
TN GAAN TAEUPA, (ia AAAN in vitro HeAETN?* €delEe

™ peyaAutepou BaBuou cuvépyla yia ta duo
Pappaka Otav KUTTAPIKEG OElPEG EKTEBNKaAV yla
pla ektetapevn mepiodo (48 wpeg) o1 BivopeA-
prtivn mipv and v MakAITageAn.

O B8aBuog avtanodkpiong Tou 40% e TOV OUV-
duaopd BIN/AOX mou mapatnprjcape oe auTr TNV
HEAETN Bewpeital IKAVOTIONTIKOG e dedougvo To
UPNAG TI0000TO TIANPWV UPECEWV (15%). MeAho-
VTIKEG HEAETEG Ba propoucav va £0Tlacbouv oe
€va dlapopeTikd TPOTIo Yopriynong (diadoxika,
evaAlaoodpeva) Kabwg kait oe avgnon tng €via-
ong 660ong, auTwv Twv dUo TIOAU BPACTIKWV KUT-
TAPOOTATIKWY OTOV HETACTATIKO KAPKIVO TOU pa-
otou.

ABSTRACT

VASILOMANOLAKIS M., APERIS G., DROUFAKOU S., DEMIRI M., TOKOU R., LAZARIS N,
GEORGOUSI K., KOUMAKIS G., BARBOUNIS V, MISITZIS G. EFREMIDOU A. First line
combination chemotherapy with vinorelbine and docetaxel in metastatic breast ca-

ncer. A phase Il 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/m? 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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A&loAoynon TnG AIPOOTIVIC WC VEUPOTIPOOTATEUTIKOU
napdyovra o Oeparneia pe ouvouaopd makMTa&EAng
Kal olommAaTivng

.2. MapaokeuoriouAog’, N. Martdavag?, H. HAtddng? 1. HAidrtouAog', . Maupoudtng?,
. MuAwvag?

MNMEPIAHWH
>Komog Ing mapoucag HEAETNG NTav n diepeuvnon g emnidpaong g apipootivng (EthyolB)
0Tn VEUPOTOEIKOTNTA TIOU TIPOKAAE(TAL ard TO XNMUELOOEPATIEUTIKO OUVOUAOUO TAKALTAEEANG
Kal OLOTIAQTIVNG 0E YUVAIKEG e TIPOXWPENUEVO KAPKiVwa wobnkwyv. MeAetrinkav 19 aoBeveiq
ME Kapkivopa Twv wobnkwv otadiou FIGO Il fj IV. Ztnv opdda A (10 acBeveig) xopnynonke
apwpootivn oe 86on 740 mg/m2 npwv and tnv €yxuon makAta&EAng (135 mg/m?) katd v
MPWTN NuéEpa Kat atny idla ddéon mpv and v €yxuon olonAativng (80 mg/m?) katd 1
Oeutepn NUEPA NG Xnuelobeparieiag. ZTnv opdda B (8 acbeveig) epapudoTtnke To L0 XNUELO-
BepamneuTikd TIPWTOKOAAO diXxwg appoaoTivn. H veupoAoyikny a§loAdynon €ylve arnod veupoAdyo,
0 otoiog dev yvwplle oe mola opdda avrike n KaBe aoBevng. H ektipnon €ylve T600 TPV 000
Kal HETA TNV OAOKANPwWON 6 KUKAWV XnueloBeparteiag. EKTiUNONKav ot TevovTieg aviavakAd-
oElg, N ETUWMOANG AOONTIKOTNTA KAl N HUIKY 1oXUG KaBWG Kal Ta veuporadnTikd cuuntwuata.
Ertiong petprOnkav n taxumnTa aywyludtnTag Kat To eUpog duvapikou og 7 TiepLpeplka veupa
(4 awobnTkd kat 3 KivnTtikd). H veupoto&ikdtnta ftav Baputepn (p=0,045) otmv oudda B
(BaBuou 3 oe pla acbevr, Babuou 2 oe Tpelg acbeveig, BaBUoU 1 oe T€ooeplg aobeveiq) EvavTl
™mg oupadag A (BaBuou 2 ce pia acBevr), BaBuou 1 oe Tpelg acbeveiq, BaBuou 0 oe €&l
aoBeveiq). Emiong n emdeivwon Twv VEUPOPUCIOAOYIKWV TIAPAUETPWY 1)TAV 00B8apdTEPN OTNV
opada B (p=0,0033). H auwpootivn €ylve KaAd avektr). Ta anoteAéopatd auta, Ue Tov TepPLo-
POUO TOU HIKPOU aplBuou acBevwyv, mapexouv evdeielg OTL n ouyXopnynon auupootivng
propei SuvnTiKA va Lelwaoel TNV VEUPOTOEIKOTNTA Tou cuvdUAoHOoU TIAKALITAEEANG Kal OLOTIAQTI-
VNG Og yuvaikeg e KapKivwpa wobnkwv, slpnua mou xpnlel emBeBaiwong oe peydAutepn
HEAETN. AEEeIq eupeTnplacphou: AulpooTivn, Kapkivopa wobnkwyv, NeupotoEikdtnTa, TakAL-
TageAn, ZonAativn. BApa KAivikiig Oykoloyiag 2002, 1 (2):139-147.

A" Tunpa KAwvikiig Oykoloyiag, Avtikapkiviké Nooo- YrieuBuvog aAAnioypagiaq: MN.Z. MNMapaokeudmoulog AAEE.
Kopeio Oeo/vikng “Oeayévelo”, 2B'NeupoAoyikn KAwi- MNanavaotaciou 73 ©egocalovikn 56625, TA.: 0310
kn, Noookopueio “AXENMA”, AplototéAelo MavermoTruio 620124, Fax : 0310 620124
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Eicaywyn

2TIG averbuunTeg evepyeleg NG TAKALTAEE-
ANg avrikel Kat | VEUPOTOEIKOTNTA, T Oroia arto-
dideTal Kupiwg 0N CUCCWPEUOT UIKPOOWANVAPIWYV
oTa TEPIPEPIKA veupa'’. Emiong n veupoToEIKG-
mta aroteAel onuavTiky averubuuntn evepyela
g olorAativng®'2. H veupoTo&ikdtnTa Tou mpo-
kaAeital andé tn oworAativn €xel cuoXeTLoBel pe
OUCCWPEEUOT avopyavng TAATIVNG EVTOG TWV VEU-
pwvwVv 314 TNV KAWVIKN TPA&n o xnueloBepaneu-
TIKOG ouvduUaopog TIAKALITAEEANG KAl OLOTIAATIVNG,
0 oroiog €xel Kablepwbei wqg Bepareia ekAoyng
OE TIPOXWPNUEVO KAPKIVWHA WOBNKWV, XapakKTn-
piCetal arné coBapny veupoToEKOTNTA.”

H veupoto&ikdtnTa mou mpokaAeital arnd n
olomAativn 1 v TakAITaEAn propei va eival
oAU 0oBapn>7°. H olomAativn pdAlota €xel ava-
PepOei 611 pnopei emiong va mpogevnoel OYLun
npoiovoa veupordBelq, n omoia xelpotepelel KATa
Toug TIPWTOUG PNveqg €netta ard tn dlakorm g
XnueloBepaneiag'® '8, T adyxpovn enoxmn, He TV
E10aYWYT] TNV KAWVIKY TIPAEN TwV ALUOTIOMN TIKWV
QUENTIKWV TIAPAYOVTWV TIOU UELWVOUV TNV alpa-
TOAOYIKT} TOEIKOTNTA, EXEL Yivel WBlaitepa €kdnAo
TO evOlAPEPOV Yla TN VEUPOTOEIKATNTA, N oToia
propei va odnynoel oe peiwon g déong Twv
XNUELOBEPATIEUTIKAV Pappakwv'®'?, Qg ek ToU-
TOU €X0UV BOKLUAOTEl TIOIKIAOL KUTTAPOTIPOOTATEU-
Tikol mapdyovteg'’-1°. MeTa&U autwv Tn onuavti-
kdTePN BEomn €xel M aupootivn?. H appooTivn
apXlkd oxedlAoTNKE WG KUTTAPOTIPOOTATEUTIKOG
napdyovTtag £vavTl TNG akTivoBepareiag??, yia va
artodelxBel otn ouveExela eupgog PAOUATOG KUT-
TOPOTIPOOTATEUTIKO PAPUAKO O Hla oglpd TIpo-
KAIVIKOV KOl KAIVIKOV HEAET®OVZ224 O evepydg
METABOAITNG TNG AUIPOOTIVNG EKAEKTIKA EIOEPXE-
Tal OTA (QPUOLOAOYIKA KUTTAPA Kal UE TIOKIAOUG
pnxaviopoug (mapeunddion g dnuloupyiag ou-
priAdkwv DNA-olomiAativng, d€opeuan eAeuBEpwV
pLLwv oEuyodvou, Tipoo@opd udpoydvou Tpog erL-
016pBbwon pakpopopiwv Tou €yxouv urootel BAAG-
8n) eumnodilel Tov KUTTApPIKS BAavato?9?®. ElBIko-
TEPA ) VEUPOTIPOOTATEUTIKY) dpdon NG appooTi-
vng €xel apxioel va ekTIHATal 08 KALWVIKEG PEAE-
16¢26-29,

Tnv emnoyn mou oxXedlaoTnKe 1) TtIapouoa PEAE-
™ (1996) o pdAog NG AULPOOTIVNG WG VEUPO-
TpooTaTeUTIKOU TtapdyovTa gixe pueAetnOel povo
WG TIPOG TA KALVIKA VEUPOAOYIKA onueia Kal Twv
VEUPOTIAONTIKA CUUMTWOUATA, XWPI§ VEUPOPUOLO-
Aoyikny eruBeBaiwon. ZkKomog Tng mapoucag Tu-
XALOTIOINUEVNG TIPOOTITIKNG HEAETNG fiTav 1) evde-

Aexng dlepeuvnon, 1000 e KAWVIKY eE€taon 600
KOl JE VEUPOPUOLOAOYIKO €AEYXO, TNG aroTeAe-
OMaTIKOTNTAG NG aupooTtivng otn peiwon g
VEUPOTOELIKATNTAG TIOU TIpoKaAeital and to Xn-
HEeLoBePATEUTIKO oUVOUAOUO TTIAKAITAEEANG Kal Ol-
OTAQTIVNG O YUVAIKEG ME TIPOXWPNUEVO KAPKI-
VOHA WOBNKWV.

AobBeveig ka1 pébodol

Ané 1o AekepBplo Tou 1996 pexpL To Maptio
Tou 1999 ouurnepleAnipdnoav otnv mapouca pe-
AETN 21 aoBeveig. Ta kpLipla €vtagng otn PeAE-
™m NTav: .oToOAOYIK®WG arnodedelyuévo Kapkivopua
Twv wobnkwv otadiou Il 1y IV katd FIGO, nAia
HIKPOTEPN TwV 65 £TWV, KATAOTAON AEITOUPYIKNG
Ikavotntag 8abuou 0 1 1 katd tnv Eastern Co-
operative Oncology Group (ECOG), enapkng at-
HOTIONTIKT, VEPPIKN Kal NTATIKY Aettoupyia, artou-
oia mapayovtwy Tou TPodlaBETouv O veupornd-
Bela (Onwg Zakxapwdng AwBnIng 1 Katdypenon
QLBUAIKNG OAKOOANG), APVNTIKO LOTOPIKO UTtEPEUaL-
obnoiag oe eapuaka.

O1 aoBeveig Tuxalortomrinkav peta&l tTwv oud-
dwv A (xnueloBeparieia ouv appootivn) 11 acbe-
veig kat B (xnueloBepareia xwpiq apwpootivn) 10
aocBeveiq. TeAlka 18 acBeveiq oAokAripwoav Tn
pHeAETN (10 otnv oudda A kat 8 otnv oudda B).
Tpelg aoBeveiq anokAeiobnkav ard mn PeAETN. ATO
TI aoBeveig auTteég pia aoBevniig Ttapouciace evte-
Pk aroppa&n Adyw deutepng mpwToTadoug
KaKOMOelag (KAPKIVWUATOG TOU TIAXEOG EVTEPOU),
pia aoBevr|q ekdNAWOe avapUAAKTIKY) avTidpaon
011 oloTAaTivn Uotepa and 1o deUTePO KUKAO Kal
pia aoBeviig dev emBupoloe va OAOKANPWOEL TNV
TIPOYPAUATIOUEVT XNHELOBEpareia.

H didueon nAkia Twv 18 acBevwv mou oAo-
KAfjpwoav Tn HEAETN NTtav 56112 €1 (5819 €mn
oTnv opdda A €vavtl 55+15 etwv otnv opdda B,
p=0,55). To XnUeLOBEPAMEUTIKO TIPWTOKOAAO (ETIQ-
vaAapBavopevo ava 21 nueEpeg Ue OUVOALKY dlap-
kela 6 KUKAwv) ftav 1o €8iq: MakAita&EAn 135
mg/m? oe Tpiwpn €yxuon TNV TP®TN NUépa kat
ZomAativn 80 mg/m? pe evuddtwon n deltepn
nuépa. AcBeveig Tou TuyalorolouvTo otnv opdda
A eAduBavav 30’ mplv TNV xnueloBeparieia kat
TIg duo Nuépeg auipootivn 740 mg/m? oe gvdo-
PAEBlIa xopnynon. H auupootivn xopnyeito oe
dldAuon 100ml puoloAoylkou opou evidg 15 Ae-
IOV HE EAEYXO TNG APTNPELAKNAG Tieong ava 5
Aentd. Akohougoe £yxuon tng Xnueobepaneiag.303!
ErurAéov ot aoBeveiq €AaBav Tnv kablepwueEvn
TIPOTIAPACKEUACTIKY] aywyn Tiplv ard Tn Xoprjyn-



AEloAdynon g auLpooTivng wq VEUPOTIPOOTATEUTIKOU Tapdyovta

on makAtageAng (ouebidivn, de&apebalovn, Oi-
pawvudpapivn) KaBWGS Kat TNV eVOEIKVUOUEVN QVTLE-
METIK aywyr (ovtavoetpdvn). Emi evdeiewv ol
acBeveiq €naBav augnTikoug alpoTonTIKoug Tia-
payovteg (G-CSF, rhuEpo).

Mpiwv amd kdBe kUKAO XnuelobBeparneiag €ywvav
KAWVIKY] €E€TAON Kal £pyaoTNPLaKOG €AEYXOG (at-
HaToAOYIKOG Kat Bloxnuikdg). MNa a&loAoAdynon
Mg avtanokplong otn Beparieia ol acbeveiq uto-
Bahovtav oc ameElKOVIOTIKO €Aeyxo pe AEovikn
Topoypagia Avw-KAtw KolAiag (ptv ano v €vap-
&n ™Q xnueloBepareiag, uetd tov 3° KUKAO Kal
META TOV 6° KUKAO).

NeupoAoyik ekTignon:

Mpiv ard v €vapén g xnuelobepareiag kat
€Mnelta and Tnv oAoKANpwon 6 YnuelobeparneuTl-
KWV KUKAWV €vag veupoAdyog, o oroiog de yvw-
ple oe mola opdada avrke n KaABe aoBeviig, mpay-
paToroinoe KAWVIKY] VEUPOAOYIKY) eE€TaON Kal VEU-
POMUOLOAOYIKY] HEAET.

Me TNV KAWVIKY] VEUPOAOYIKY] eE€Taon eKTIUn-
Bnkav oL TevovTleEG avTavakAAoELg, 1 MUIKY LoYXUG
Kat n emuroAng awodntikotnta. Emiong a&lodoyn-
Bnkav Ta veuportadnTIKA CUMUTITOWUATA (KPAUTES,
kakouxia, apuwdieg, kauoaAyia, ducaioOnoia) pe
N BorBela eviég epwtnuatoAroyiou. H veupoTtofl-
KOTNTa BaBuoAoyriBnke cUppwva pe Ta Kablepw-
peva kpitriipla Tou National Cancer Institute.

Katd ™ veupo@UOLIOAOYIKY] HEAETN UETPNON-
Kav To eUpog duvaplkou Kal 1 TaxutnTa aywyluo-
NTag ot 7 TEPLPePIKA velpa, 4 alobnTika veupa
(€00, WAEVIO, KEPKLOIKG Kal YAoTPOKvNLaio veu-
pO) Kal 3 KINTIKA velpa (LECO, WAEVIO KAl Kvn)-
paio veupo).32-37 ‘OAeg oL HeTPNOELS £ylvav OTO
0e&l6 avw 1 KATtw akpo. OL TeAkoi AavBavovteg
XpOvol peTpriBnkav arod to onueio g dlEyepong
MEXPL TNV €vapgn Ing andvinong kKat eKppaotn-
kav oe msec pe akpiBela 0,1msec. To eupog du-
VAUIKOU PETPNONKE arod Kopupry 0 KOPUPY| Twv
TIPOKANTWV duvaulk®v pe akpiBewa 0,1uV yua ta
KLvNTIka veupa kat 0,1mV yla ta aiobntika veupa.
O arootdoelg petprinkav oe mm. Ma v ekTi-
Mnon TG aywypétnTag Twv alotnTikwv velpwv
oL peTprioelg €ylvav avaueca otnv kabodo Tou
epeBLOT Kal 0To evepyd nAekTpodlo Kataypa-
¢Nig. Na v ektipnon g aywyotntag Twv Ki-
VNTIKWV VEUPWV Ol HETPNHOELG Eylvav PETAEU TwV
kKaBodwv Twv duo onueiwv epebiopod.

Mptv amd v ektiunon ™g Taxitntag aywyl-
MOTNTAG Kal Tou glpoug duvaplkou KABe TepLpe-
plKoU velpou PETPNBNKE N Bepuokpacia Tou dEp-
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patog. H p€rpnon auth mpaypatorowménke pe

akpiBela 0,1 °C. KdBe eKTiunon veupopuoloAoyL-

KAG Tapape€Tpou BewpniBnke a&lomotn pe v

pounébeon 6tL n Beppokpacia Tou SEPUATOG MTAV

TouAdylotov 32 °C.37
H PEAETN TWV EMUEPOUG TEPLPEPIKWY VEUPWV

gylve wg e&ng:

1) A. H aiobnTiki} peAeétn tou peoou veupou Eyt-
ve e avtidpoun pEBodo peow diEyepong otov
KapTd Kal Kataypagrg otov ouotolxo deiktn.
B. H KivnTikrj HEAETN TOU PEOOU VEUPOU EyLlve
peTa&u aykwva Kat kaprou.

2) A. H aiobntikfy peAétn tou wAeviou velpou
€ylve He avtidpoun pEBodo peow OlEyepong
OTOV KOPTIO Kal Kataypagnrg otov oloTtolXo
TEUTTTO DAKTUAO.

B. H KivnTikr} HEAETN TOU wAeviou veupou €ylL-
ve PeTaEU aykwva kat Kaprou.

3) H aofntik) peAETN ToU KEPKIBIKOU VEUPOU £YLve
pe avtidpoun peBodo peow OlEyepong otnv
€Ew eMIPAVELa TOU KATWTEPOU TPLTNHOPIOU TOU
TMXEWG KAl Kataypapng otov oUoToLXO avTi-
XElpa.

4) H ailobntiki} HEAETN TOU YAOTPOKVNuLaiou veu-
pou £ylve pe avtidpoun peBodo peow dOlEyep-
ong otn peodTa g €&w empavelag g
YaoTEPag TOU YAOTPOKVNUIOU HUOG Kal Kata-
YPapng KATw amo 1o £Ew oPupod.

5) H KivnTiki HEAETN TOU Kvnpiaiou veupou €yilve
peTa&u €ow ogupou Kal Lyvuakou B866pou.

2ZTaTIoTIK avdAuon

H otatiotikn onuavtikdtnTa twv dedopevwv
Twv a&lohoyroewv eKTIUNONKE pe To t-test kal
dokiuaoia X2

AnoTeAéopara

Metpnbnkav 14 veupopUOLOAOYIKEG Ttapdue-
TpOL (TaxUutnTa aywyluotntag oe 7 veupa Kat eu-
pog duvaulkou og 7 veupa), TwV OTIoIwV Ol TIUEQ
mnpwv arnd v €viagn ot HEAETN Kal uotepa arnod
NV OAOKATipWON 6 KUKAWV XnueloBepaneiag pro-
poucav va ouykplBouv. Me Tnv KALVIKY] VEUPOAO-
YK €EETaon ekTIUnONKav oL TevoévTieg avtava-
KAQOELG, N MUIKNA LOXUG Kal N ETUTIOANG aloONnTIKG-
mMTa Kabwg Kal Ta VEuporadnTikd cupntwuata
(kpdureg, kakouyia, alpwdieq, kKauoaAyia, duoat-
ofnoia) pe ) Bonbela evog epwTnUATOAOYIOU.

H LEAETN TWV VEUPOPUGCLIOAOYIKWV TIAPAUETPWV
aroKAAUYE OTATIOTIKA onuavTikn dtapopd peTagu
Twv dUo opddwv (p=0,0033). Ztnv opdada A (Xn-
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peloBeparteia ouv aulpoaoTivn) dlaroTwenke ert-
deivwon oe 6 and T 14 napapetpoug (42,85%),
evw otnv opdda B (xnuelobepaneia xwpiq apipo-
otivn) duwaruotwnke erudeivwon oe 13 and TIQ
14 napapetpoug (92,85%). Me GAAa Adyla n eru-
deivwon MTav OTATIOTIKA ONUAVTIKOTEPN OTNV
opdda B Ta amoteAéopata autd maplotdvovtal
otV Ewova 1.

Ot Mivakeg 1 kat 2 delxvouv Tn HEON TIUN
KABe VEUPOPUOIOAOYIKNG TIAPAUETPOU TIPLV artod
mv €vapén g XnueloBepareiag kat €nelta and
TNV OAOKANIPWON 6 XNUELOBEPATIEUTIKWY KUKAWV.
O1 p€oeg TIHEG onueldvovTal EEXwPLoTA yla Kabe
TePLPEPIKO velpo 1600 OTnv opdda A 600 Kat
otnv ouada B.

H KAWVIKY] veupoTOEIKOTNTA EKTIUAONKE XWwPL-
0Td oe KABe ondda. tnv opdda A (N=10) n veu-
pPOoTOEIKOTNTA NTav BaBuou O oe 6 acbeveig, Babd-
pou 1 oe 3 aoBeveiq kat Babuou 2 oe pia aoBevry.
>tnv opdda B (N=8) n veupoto&ikétnta nftav
B8abuou 1 oe 4 acBeveig, BaBuou 2 oe 3 acbeveiq
kat 8abuou 3 oe pia acbevr. Ta anoteAéoparta
auta ¢aivovtal otov lNivaka 3.

H amoteAeopatikdétnta Ing XnueloBeparneiag
Oev OlEpepe HeTa&U Twv dUo opddwv. H ouyyo-
priynon GcSF 1i/kat rhuEpo kat otig dUo onddeg
anetpePe TNV ekONAWON 008aPNG ALLATOAOYIKYG
ToEkOTNTAg. QG €K TOUTOU Kaveig xnuelobepa-
TIEUTIKOG KUKAOG &g Xpeldotnke va avaBAnbOei. e
OUo paiota acBeveig g opddag A de xpeldotn-
ke yoprjynon GcSF 1 rhuEpo, eneldnf dev diart-
OTWONKE AUATOAOYIKY) TOEIKOTNTA.

TENOG N appoaTtivn €ylve TIOAU KaAA QvekTn
XwpIig urdTaon 1 aAAeg a&loonueinTteg averiou-
unteg evépyeleq. Movo pia aobevrg mapouaciace
duopopia kat epubpdTNTa, e ATOTEAEOUA 1| XO-

B Opada A (ApigoaTivn)
(42,85%)

B Opada B (MapTuTeg)
(92,85%)
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Opdda A (Apigoorivn) (42,85%)

Zxnua 1. Emudeivwon Twv VEUPOPUOLOAOYLIKWYV
MapaueTpwV oTIq U0 onddeq

Opdda B (Maprupec) (92,85%)

priynon Mg appooTivng va dlakorel mpoowptva.
H auwpoaotivn xopnynbnke ek véou Uotepa amnd 5
Aemtd, Xwpiq va ekdnAwbouv cuprtwpata. MNapo-
polo emeloddlo dev mapatnpr|Bnke otnyv idla f§ oe
AAAn acBevn.

ZudnTnon

O xnueloBepareutikdg ouvduaopdg TaKALTA-
EEANG Kal olomAaTivng xapaktnpiletal and coBa-
p1] veupoToElkdTNnTa, N oroia propei va kataotn-
oel avaykaia Kat In peiwon g ddéong g Xn-
peloBepaneiag’-'®. Avaokémmnon twv mabopuoto-
AOYIK@WV UNXAVIOUW®V TIOU UTIOKELVTAL QUuTN§ NG
VEUPOTOEIKOTNTAG Ba Bpolue otn BlBALOYpaA-
@ia"?913.16 FrumAéov pia HIKPY OElpd PEAETAOV
€xel aklohoynoel Tnv emdeivwon Twv VEUPOPU-
OLOAOYIKWV TIAPAUETPWY TIOU OPeiAeTaL OTNV Ta-
KALTAEEAY, 0N OlOTIAATIVN 1} OTO CUVOUAOUS TwWV
OUo @apudkwv'®3839 O pueAéteq autég papTu-
pouv OTL N veuportdBela mou anodidetal otnv mna-
KALTagEAN Kayfy otn olomAativn eivat docoegap-
TWHEVN Kal TIPOOBAAAEL Kupiwg Ta alodnTika veu-
pa UE XAPAKTINPLOTIKO yvwplopa Tn Heiwon Ttou
gUpoug duvapikoU TwV algdnTIKWV veupwv 038,

H mpdAnyn Kat n avTILeETWLON TNG veupornd-
Belag autriig mou ogeiletal otn ¥nueloBepareia
g€xouv mpdogata yivel avtikeipevo 1dlaitepou ev-
dlapépovtog'”°. Mokida papuaka, cupmeplAap-
BavouEVWY TWV CUUMAOKWY OKEUAOUATwV Bitapi-
vNng B Kal Twv TPIKUKAKOV QVTIKATAOALTTIK®Y,
€xouv dokiuaotel, aAAd Ta arnoteA€opata dev Ttav
IKavoTIoINTIKA.*? ATé Tnv AAAn pepld éxouv ava-
ntuxBel Bl1APopol KUTTAPOTIPOOTATEUTIKOL TIapa-
YOVTEQ HE OKOTIO TNV TIPOANYN NG VEUPOTOEIKO-
™mrtag'®1%. O onuavtikdtepog TETOL0G TapAyovTag
eivat 1 appootivn?l.

Tnv emnoyn mou oxedlAoTnKe 1) TTapouoa PEAE-
™ (1996) n anMOTEAEOUATIKOTNTA TNG QULIPOOTI-
VNG WG VEUPOTIPOOTATEUTIKOU mapdyovia eixe
apxioel va aflohoyeitar oe KAWVIKEG peAETEG. Ot
Glover kai ouv. avtipeTwriioav 36 acBeveiq mou
€rnaocyav and PeTaoTATIKO PEAQVWHA HE UYPNAEQ
dd0oeLq OLOTIAATIVNG OUV AULpOOTIVN Kal avEpepav
veupomndlela Babuol 1 1 2 oe 8 aoBeveiq povo.28
O1 Mollman kat ouv. e€€tacav 69 aaBeveig ol oroiot
eAduBavav 6 dlaPopeTiKoUg ouvduacpoug XNKELo-
BepaneuTIKWV Papudkwv.?” O1 28 amnd Toug ace-
veig autoug eAduBavav OlOTIAATIVN Kal auLpooTi-
VN Kal rapouciacav onuavtika XaunAdtepn ou-
XvOTtnTa veuporadbelag oe oUYKPLON E TOUG UTIO-
Aoirmoug?’. Xn peAétn Twv Kemp kai ouv. 242
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Nivakag 1. MeTaBoAEQ OTIG TIUEQ TWV VEUPOPUCIOAOYIKWV TIapapeTpwv atnv opdda A (N=10)
aiobnTika vevpa
NeupoguotoAoyikr napdueTpog apxIkn pgon Tiun TEAIKT) pgon Tiun T Tou p
€Upog duvapikou yaoTpokvnulaiou v. 453 + 48 pVv 2,56 £3,5 pv 0,053
TaXUINTa aywyluotntag yaoTpokvnulaiou v. 21,55 £ 22,8 m/sec 18,13 £19,27 m/sec 0,07
eupog duvapikol pEaou V. 26,8 + 17,9 pv 13,85 +7,83 uVv 0,021*
TaXUINTa aywyludtntag HECoU V. 49,5 + 4,1 m/sec 45,8 +5,8 m/sec 0,044*
eUpog duvapikou wAeviou v. 21,2 £ 13,5 pv 11,0 £8,2 uv 0,012*
TaxutnTa aywyotnTag wAeviou v. 51,0 + 3,8 m/sec 44,4 +3,3 m/sec 0,0019*
€Upog duvapikou KepKLOKOU V. 9,3 £ 4,0 pv 7,0 £2,9 uv 0,13
TaXUINTa aywyluotnTag KePKIBIKOU V. 50,7 £ 4 m/sec 49,0 + 4,7 m/sec 0,32
KIVNTIKG veupa
NeupopuotloAoyikny napdueTpog apxIkn peon Tiun TEAIKT) peon Tiun Tiun Tou p
€Upog duvaulkou PECOU V. 13,5 + 3,6 mV 13,8 + 4,1 mV 0,69
TaxutnTa aywyétntag LeEoou v. 56,3 + 5,3 m/sec 54,2 + 5,1 m/sec 0,13
€Upog duvaulkou wAeviou v. 12,8 + 42 mV 12,4 + 2,6 mV 0,64
TaxUuTnTa aywyotntag wAeviou v. 65,3 + 6,3 m/sec 59,5 + 7,2 m/sec 0,029*
€Upog duvaulkoUu Kvnuiaiou v. 14,9 + 6,1 mV 13,1 + 56 mV 0,027*
TaxUuTnTa aywyomntag Kvnuaiou v. 42,13 + 4,4 m/sec 43,0 + 4,7 m/sec 0,37
* O aoTepiokog UMOdNAWVEL OTATIOTIKWG ONUAVTIKY| dlagopd.
Mivakag 2. MeTaBoAEQ OTIG TIHEG TWV VEUPOPUOLIOAOYIKWYV TIapapeTpwyv otnv opdda B (N=8)
aienTika velvpa
NeupopuotoAoyikri napdueTpog apxuﬂ? ueon tun TEAIKT) pgon Tiun i Tou p
€Upog duvaulkoU yaoTpoKvnulaiou v. + 1,9 pv 0,75 + 1,8 pv 0,01*
TaXUumnTa aywylomnTag yaoTpokvnulaiou v. 41, 8 + 2 7 m/sec 34,4 £+ 4 m[sec 0,0007*
€Upog duvaulkou PECOU V. 36,5 £+ 20 pVv 23,0 + 18,8 uv 0,03*
TaxutnTa aywypotntag LeEoou v. 51,1 £ 5,7 m/sec 42,9 + 6,1 m/sec 0,009*
€Upog duvaulkou wAeviou v. 30,3 £ 15 pVv 15,8 + 16,8 uv 0,01*
TaxuTnTa aywyotntag wAeviou v. 50,3 + 7 m/sec 39,9 + 7,6 m/sec 0,008*
€Upog duvaulkou KePKIOKOU V. 12,16 + 3,6 pv 6,8 £ 2,2 pv 0,012*
TaxUuTnTa aywyomntag Kepkidikou v. 55 £ 2,7 m/sec 45,7 + 2,4 m/sec 0,0025*
KIVNTIKd veupa
NeupoguotoAoyikry mapdueTpog apx!kn pEon Tiun TEAIKN) ugon Tiun TN ToUu p
€Upog duvaulkou PECOU V. 12,5 + 2,5 mV 9,3+ 19 mV 0,0005*
TaxutnTa aywyétntag LeEoou v. 56,3 + 3,5 m/sec 52,6 + 4,4 m/sec 0,04*
€Upog duvaulkou wAeviou v. 12,3 + 0,9 mV 9,7 + 19 mV 0,047*
TaXUuTnTa aywyétntag wAeviou v. 67,6 £ 5,5 m/sec 59,9 + 5,8 m/sec 0,01*
€Upog duvaukou Kvnuiaiou v. 16,7 £+ 7,5 mV 14,4 + 7,1 mV 0,07
TaXUuTnTa aywyomnTag Kvnuaiou v. 52,7 + 10,2 m/sec 41,8 + 6,5 m/sec 0,002*
* O aoTepiokog UMOdNAWVEL OTATIOTIKWG ONUAvVTIKY| dlapopd.
lMivaka¢ 3. BaBuog veupoto&lkotntag otig duo opddeq
Oudda/Babucg Babudg 0 Babudg 1 Babucg 2 Babudg 3
Oudda A 6 aoBbeveiq 3 aobeveig 1 aoBevng 0 aoBeveig
(N=10)
Oudba B 0 aobeveig 4 aobeveiq 3 aobeveiq 1 aoBevnq
(N=8)

(p=0,045)
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a0Beveiq pe TIPOXWPNUEVO KAPKIVO TwV woBnKwv
Tuxatorojdnkav peta&u duo opddwv: otn pia
opdada xopnyndnke xnuelobepaneia pe KUKAOPW-
oQapidn kat owomAativn oe ouvduaoud e aulpo-
OTivn, evw otnv GAAN opdda xopnyrnenke Tto idlo
XNHUEBEPAMEUTIKO OXNUa XWPIG appooTtivn?,
2tnv opdda Twv acbevwv OTOUG OTIOIOUG XOopPN-
YHONKE auLPOaTivn ONUEWBNKE OTATIOTIKA ONua-
VTIKT] Heiwon NG KALVIKA €kONANG veuponabelag?s.
Ermtiong ot Schiller kat ouv. avtipetwrioav 25 aobe-
velg Tou €nacyav arod Un UKPOKUTTAPIKO KAPKi-
vo Tiveupovog otadiou IV pe olomAartivn, BivBAa-
otivn Kal apipoaoTivn?®. Ol epeuvntég avépepav
veupoToEikdTNnTa B8abpou 3 poévo oe 7 aobeveiq
(28%), mapa Ti§ UYnAEG Booelg NG olomAativng?®.
QOTO00 OTIG HEAETEG TIOU avaPePONKAV 1 EKTIN-
on NG VeUuporadelag €ylve PHOVO HE KAWVIKA KPL-
TpLa (QVTIKEPEVIKA VEUPOAOYIKA onpeia Kat uro-
KEWEVIKA OUPMTWHATA) Xwpig emBeBaiwon pe veu-
POMUOLOAOYIKY] HEAET.

H mapouca peAetn ermxelpei va a§lohoynoel
TIEPALTEPW TNV ATOTEAECHATIKOTNTA NG AULPO-
oTivng wg¢ veuporpootateutikoU Tapdyovta. H
agloAdynon g veupoTo&IKOTNTAG £yLve OXL HOVO
ME KAWVIKY] eEETaoN (VEUPOAOYIKA onueia Kat veu-
POTIAONTIKA CUUTTTWHATA), AAAG KAl PE VEUPOPU-
OLOAOYIKT] HEAETT, OTNV OTtola CUMTIEPLEAIPONCAV
7 neplpeplkd veupa. ‘Emelta ard tov 6° KUKAO 1
emdeivwon TwV VEUPOPUCLOAOYIKWV TIAPAUETPWV
ftav oTaTIoTIKA onuavTtikd coBapdtepn (p=0,003)
otnv oudda B. H kAwvika €kdnAn veuporndbela itav
erniong Baputepn (p=0,045) otnv opdada B petd
Tov 6° KUKAO XnueloBeparneiag.

Ta amoteAéopara autd urootnpiouv TIpoN-
youpeveg UEAETEG TIoU €Del&av AMOTEAECUATIKO-
mTa NG aUIPOOTIVNG WG VEUPOTIPOCTATEUTIKOU
napdyovta. H HEAETN auTy) iTav TUXALOTIONUEVT,
WOTE N OPEINOUEVN OTN XnueloBepareia veupo-
To&kOTNTA Va uropel va ouykplBel avaueoa oTIq
aocBeveiq OTIq oToieq Xopnynenke aulpooTivn Kat
oe ekeiveq OTIq omoieg dev xopnyronke. OeTikd
emiong otolxeia NG HEAEING eival To yeyovog
0Tl 0 veupoAdyog de yvwplle oe Tmolav opada
avnke KaBe acBevrig Kal OTL, N eKTIUNON NG VEU-
POTOEIKOTNTAG NTaV TIANPNG, KaB™ OTL oupreple-
AduBave KALVIKEG KAl VEUPOPUOLOAOYIKEG TIAPAE-
Tpoug. QOTO00 WPeiAoupe va OUOAOYHOOUME OTL
0 HIKPOG aplBuog Twv acbevwv NG HEAEING Hag
egaoBevel TV oYU Twv eupnudtwv.

Katd m didpkela dieEaywyng autnig g HEAE-
™™g ot DiPaola kat ouv. dnuoocicucav pia PHEAETN
KaTd TNV oroia n VEUPOTIPOOTATEUTIKY) dpdon Tng
apwpootivng a&lohoynBnke emi 22 acbevav pe

TIPOXWPNUEVN KAKONBn vooo, 6Toug ortoioug Xo-
pNnynonkav uypnAeg, augavopeveg KALAKWTA 86-
0clq TMAKAITAEEANG*!. 21N peAétn auTthiv n veupo-
TOEIKOTNTA, aloAoyoupevn olupwva pe Ta Kpl-
mpwa tou National Cancer Institute, 8p€Bnke Al-
YOTEPN Ot OUYKPLON LE ArOoTEAEOUATA Artd TIPON)-
yoUpeveg pehéteg®®8, otiq omoieg eixav xopnyn-
Bel o1 iDleg dOoEIg TMAKAITAEEANG XWPIG appOoTi-
vn*. Znv dla peAétn €yive Kal veupoPuOLoAoyL-
K1} eKTiUnon Tou mepoviaiou kat ToU YaOoTPOKVN-
paiou velupou oe 7 aoBeveig*!. H péon peiwon
Tou glpoug duvaplkoU TOU yaoTpoKvnulaiou veu-
pou NTav onuavTika Atydtepn oe OUYKPLON UE TN
peiwon oe dUo aocbeveig plag rponyoluevng pe-
AETNG @aong |, n omola eixe oxediaotei pe okomod
™V ekTiunon TG To&IKATNTAS NS MAKALITAEEANGE
Ol gpeuvnTtég aupnépavav4! 4Tt 1 veUpPOoTOEIKOTN-
TA (EKTIMWUEVN HE KALVIKA KAl VEUPOPUOLOAOYIKA
KpLTipla) oToug acBeveig mou €AaBav auLpooTivn
Atav XaunAdtepn Tng avapevopevng dixwg apl-
@ooTivn328, H pueAét twv DiPaola kat ouv. emiong
emBeBawwvel TNV AMOTEAECUATIKOTNTA NG QuL-
(POOTIVNG WG VEUPOTIPOOTATEUTIKOU Ttapdyovta!,
H peAén auti dpwg dev Ntav TUXALOTIONUEVT
EVW O VEUPOPUOLOAOYIKOG EAEYXOG EYLVE pHOVO OE
7 acBeveiq Kal TepPlOPIlOTNKE O 2 TEPLPEPIKA
veupa*'.

2TIG TEPLOOOTEPEG UEAETEG TIOU a§loAdynoav
v emdeivwon oTI§ VEUPOPUOLOAOYIKEG TIAPAUE-
Tpoug AOYW TOKAITAEEANG Kai/f) oloTAativig n
veuporadela £xel nmeplypadei wq Kupiwg aiodnti-
K1} ge eAAXoTn 1§} KaBOAou TiPoaBoAN TwV KlvnTL-
KOV velpwv'®®®, Qotdco ol Sarosy Kal ouv. og
pla AETITOUEPEOTEPN UEAETN 8 TIEPLPEPIKWY VEU-
pwV (4 KIVNTIKWV Kal 4 alodnTikwv) erti duo acbe-
VWV, OTI§ OToieq YXopnynolnke makAlTa&EAn oe
24wpn €yxuon, Bprikav alobnTIKn veupordbela otn
pia aoBevr] Kal PEIKTH (QLOBNTIKOKIVNTIKY]) VEUPO-
nabela otV AAAN acBevi®®. Zn OIkn pag HEAETN
n veupordbela (Uotepa amd 6 KUKAOUG Xnuelobe-
parteiag) viTav eriong HelkT. AuTto LoyUel Wiaite-
pa yla T aoBeveiq g opddag B (xwpiq apipo-
oTivn), 0TI oroieq BlAMIOTWONKE ONUAVTIKY TIPo-
0B80A1] TOOO TWV AOONTIKWY 600 Kal TWV KIvNTL-
kv velpwv (Mivakag 2). Kat otnv opdda A (ue
Xopfynon aulpooTivng) 1 veupondBela ftav pet-
KTH, aAAG 1 erudeivwon TwV VEUPOPUOLOAOYIKWV
TapapeTPWV NTav 1o €KdnAn ota alodnTika veu-
pa arr’d,TL oTa Kwntika velpa (Mivakag 1). Znv
AAAN peA€Tn otnv oroia yla tnv a§loAdynon g
VEUPOTIPOOTATEUTIKNG OpAong NG auLpooTivng
XPnolgoromlnkav vEUPOPUOLOAOYIKA KPLTpLa
dlariotwlnke OTL N veupordBela Ntav aobnTL-
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KN*'. 2T PEAETN eKelvn OUWS N VEUPOPUOLOAOYL-
KN ektiunon mieplopiotnke oe duo velpa (Eva ai-
0BNTIKO Kal €va KvnTIKO) emti 7 pévo acbevwv Kat
ATav OXETIKA TIPWIUN (€ylve HETA TOov 3° KUKAO
XnueloBepaneiag)*!. daivetal Mwg Ta ouumepd-
opata OXETIKA Ye TN pUon TG VEUPOTIAbelag emm-
pealovtal ard Tmolkidoug mapdyovteg, OMwG O
aplOpog Twv EeTAlOUEVWV TIEPLPEPIKWV VEUPWY,
0 aplOpdg TV XOPNYOUHEVWY KUKAWV XnueloBe-
pareiag, o aplOuég Twv oupmePIAQUBavoUEVWYV
acBevayv, 1 d6on g xnuelobepareiag v} akéua
Kal N XPOVIKY dlapkela tng €yxuong makAtage-
ANng (24wpn oTn PEAETN TWV Sarosy Kat ouv, 3wpn
oe AAAe]). Mepaltépw HEAETEG TIOU Ba XPNOLUO-
TIOWjOOUV AETITOPEPY) VEUPOPUOLOAOYIKY) EKTIUNON
oe peydAo aplOud acBevwv Ba prop€oouv va
kaBopioouv Tnv akplBr] uon autnig g veuporna-
Belag.

‘Eva {Itnpa to oroio riotedoupe OTL XPELA-
Cetal mepattépw emiBeBaiwon eival n Bewpoupe-
VI €KAEKTIKOTNTA TNG TMPOKAAOUUEVNG amod Tn
Xnuewobeparteia veupomndbelag. Suykekplpeva Bew-
peital mwg n veupordbela autr ouviotatal oe
EKAEKTIKN] EKQUALON Tou veupd&ova, OTwg pap-
Tupel N peiwon tou elpoug duvaulkou Twv e&e-
Tafopevwv velpwv. Mpdypatt oL pEXpL Twpa pe-
AETEG OUPPWVOUV OTL N XnueloBeparieia PoKa-
Ael peiwon Tou elpoug duvaplkou, evw 1 Tayu-
mMTa aywylpotntag mapaBAdnitetalr eAayt-
o1a'0383%41 H napatrpnon auth odrjynoe oto
ouunépacpa OTL 1 veupomdBela ogeiletal oe
€KQUALON Tou veupdEova Xwpig aropueAivwon.
Qoté00 otnv mapouca HEAETN dlATILOTWONKE
emdeivwon Kat tou eupoug duvaulkol Kat tng
TaxunTag aywylpotntag. Mia e€rjynon rou pro-
poupe va mpoteivoupe eival 0TI n peiwon Tou
eupoug duvapikou (AOYw eK@pUALONG TOU veupd-
Eova) oupBaivel MPpwIUdTEPA, EVW 1N Peiwon TG
TaxunTag aywyluotntag (Adyw amopueAivwong)
EMEPYETAL OTNV TIopeia TwV KUKAWV XnueloBepa-
neiag. H uniéBeon aut pmopei va egnynoel
dlapopd avaueoca ota OKA pag eupfuata Kat
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o’ekeiva twv DiPaola kat ouv*'. YrevBupiloupe
OTL 1| EKTIUNON NG VEUPOTOEIKOTNTAG EYLVE EMELTA
ard 6 KUKAoug XnueloBeparieiag otnv mapovoa
HEAETN, eVW) NTav TIPWILOTEPN (LETA TOV 3° KU-
kKAo) 01N PeAETN Twv DiPaola kat ouv4'. Maviwg
Kal n unéBeon autr dev pmopel va eEnynoet I
dlapopd avdueoa ota OKA pag anoteAgopata
KAl 0’ EKEiva TWV TIPONYOUUEVWV HEAETWV.

Aldpopeq HEAETEG €Xouv dLAMIOTWOEL OTL T
KALVIKY] QVTIKOPKIVIKY] dpdon dwatnpeitar pe
X0opnrynon apipootivng?42844 Mapopola fTav kat
n 0N pag epmnelpia pe dla Ta mocootd avtaro-
Kplong g vooou Kat otig duo opadeg.

TEAOG N AUIPOOTIVN YEVIKA avapepeTal Tweg
yivetal TOAU KaAd avekTr, Xwpig povipeg aver-
BuunTeg evépyeleq®+2830, Kat otn OIKf pag HEAE-
™m n apupootivn ftav MOAU KaAd avektr. Ze pia
HOVO aoBevr] TIAPOUCLAcTNKE duopopia Kat epu-
BpoTNTa Xwpiq undTaon, pe aroTeAeoua n Xoprj-
ynon g auipoaotivng va diakorei npoowpivd. H
apLpooTivn xopnynbnke ek veéou uotepa ard 5
AETITA XWPIG EKONAWON CUUMTWHATWV.

SUMUMEPAOHATIKA, N TIapoUca TUXALOTIOLNUEVT
HeAETN dlepelvnoe Tnv ermidpaon TG auLpooTi-
VNG 0Tn peiwon g veupoTogIKOTNTAG TIOU TIPO-
kaAeital ard 1o XNUELOBePATEUTIKO ouvduaouod
TMAKAITAEEANG Kal olomAaTivng Oe Yuvaikeg Me
TIPOXWPNHUEVO KAPKIVWHA woBnkKwv. Ta amoTeAE-
opatd, pe TOV TEPLOPIONG TOu HiIKpoU aplBuou
acBevwv, cuvnyopouv OTL 1) CUYXOPTYyNon auLpo-
oTivng propei duvnTika va Penoel TNV VEUPOTO-
EkdTnNTa TOu ouvduaopou TAKALITAEEANG Kal Ot-
OomAQTivng 0g Yyuvaikeq HE KapKivopa wobnkwv,
elpnua tou xpnlel emBeBaiwong oe PHeYAAUTEPN
TIOAUKEVTPLKY] HEAET.

EuxapioTieg:

O ouyypageiq embBupolv va euxaploTrioouv
Tov Dr. N. EAeuBepladn yia  otatioTiki] avaAu-

on.

ABSTRACT

PARASKEVOPOULOS PS., PAPANAS N., 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 Il or IV. In group A (10 patients) amifostine was administered at a dose of 740 mg/
m? before paclitaxel infusion (135 mg/m?) on the first day and, at the same dose, before
cisplatin infusion (80 mg/m?) on the second day of chemotherapy. In group B (8 patients) the



146

Brma KainkHs Orkonorias Topog 1, Teuxog 2, Ampikiog - ZemtépBplog 2002

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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EIAIKO APOPO

Kapkivoc oTOUAYXOU: XEIPOUPYIKA £pWTAHHATA

A.H. Poukog

NEPIAHWH

H xelpoupylKkr TAiPNG agaipeon Tou pwToradouqg oykou -BepareuTikny (RO) ektour- napa-
pével avaupiBoAa n Bepareia eKAOYNG OTOV Kapkivo Tou otopdyou. ‘Ouwg 1 €KTaon autnig
NG XELPOUPYIKNAG EMEUBAONG —TIEPLOPIOUEVT] 1] EKTETAUEVN- KABWG KAL 1| ATIOTEAEOUATIKOTN-
TA TNG CUMUTIANPWHATIKNG aywyng —xnueloBeparieia, aktivobepareia- mpv 1) HETA TNV XEL-
POUpPYLIKY eméuBaon dev €xouv akdun kKaboplotel. ZulnNTWVTAG TA AVTIKPOUOUEVA ATTOTEAE-
ouata mpooeyyifoupe to MPOBANUA TG “IBavikAg” avTILETWTIONG TOU Kapkivou Tou oToud-
XOU KaBwg Kat 1o €dv n ouyxpovn TAon Tpog Hia eEATOUIKEUPEYT BEPATIEUTIKA] OTPATNYLKY
TIPOCAVATOALOUEVT] OTO OTAdI0 TNG vOoou propel va BeAtiwoel 1600 TNV emBiwon 600 Kat
v nowdmta Cwng. Aé&elg KAeI1d1a: Kapkivog otoupdyou, ekteTapevn (D2), meploplopevn
(D1) Aegpgadevektoun, voonpdtnta, Bvnrdtntaq, emBiwon, rmowdmrta {wng. BApa KAIvikAg

Oykoloyiag 2002, 1 (2):148-150.

O Kapkivog Tou OTOPAXOU HeElWvETAL DLaPKWG,
MayKOOUiwg Opwg mapapevel n deutepn aitia
Bavatou arnd KakoriBela. Me KpLTrPLO TO TTOCOOTO
5-g10Uq emBiwong (5E) dwariotwvetat 6Tl UIKPN
npoodog €xel onuewdei otig HIMA kat otn Auon
yvevikotepa (5E: 22%: www.cancer.org, cancer st-
atistics 2002). Avtibeta, otnv larnwvia 1o avti-
OTOoLXO TI0000TO auEdveTal Kal TiPéoPpaATESG avago-
péq delkvuouv 5E peta&l 50% - 60%".

Nwg prmopei va BeATiwOei Kal otn Avon n
MPOYVWON TOU KAPKIVOU TOU GTOUAXOU;

H mpwiun avixveuon HECW TIPOYPAUUATWY SC-
reening Kat 1 dLAPOPETIKY| XELPOUPYLKY QVTIHETW-
mon €€nyouv TIG ONUAVTIKEG OlaPOopPES OTNV TPO-
Yvwon tg vooou peTa&l lanwviag kat Aucewg.
Mévo 40%2 éwg 70% Twv acBev@Vv OTO OUTIKO
koopo' évavtl 85% otnv lanwvia® ot didyvwon

AEkTopag Xelpoupyikng, Navemotipio lwavvivav. Algu-
Buvon aAAnAoypagiag: Anuritplog Poukog TO 105, Neo-
xwporouho 455 00 IQANNINA

€XOUV EVTOTIOUEVN VOOO TIOU ETILTPETEL TNV XEL-
POUPYIKN} BepameuTikl] agaipeon Ttou Oykou. H
oUyKplon Twv anoteAeopdtwv 5E katd otada g
véoou arodelkvUel OUWG Kal TNV UTEPOXH Twv
LAMWVIKWV ATIOTEAEOUATWY TIOU TIPETIEL va artodo-
Bel padAdov otnv ektetapévn (D2) AeppadevekTto-
MY] apou 1 CUUTANPWUATIKY aywyn eivat nmapd-
gola..

H BepareuTikr] XELPOUPYIKY] ETEUBAOT - 1 TIAT}-
PNG agaipeon Tou pwTonadoug YaoTplkou GYKou,
RO ektoun- eivar avapgpiBoAa n Bepareia ekAo-
YN Kat n povn pop®n QVTIHETWTIONG Kavr va
odnynoel oe pakpoypovia eruBiwon. AANG pEXPL
TWPa, T600 N €KTaon autig NG XELPOUPYIKNAG
enepBaong 600 KAl N CUUTIANPWHATIKY aywyr dev
€xouv kKaboploTel.

H ouvriibng TpakTikY) Tou akoAouBeital orue-
pa otov OUTIKO KOOHO eival N YOOTPEKTOMN| ME
TIEPLOPIOUEVT] EKTOMN) TWV Aeppadevwv tng 118
opadog (D1 ektour): N1 Aeppadeveg) kal n pe-
TEYXELPNTIKY XNUElOBepaneia Ye n Xwpig akTivo-
Bepareia. H otpatnyikn auth opwg dev £xel BeA-
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TIWOEL 0UCLaaTIKA TnVv erBiwon kat dnuoupyeitat
TO epWTNHA €4v pe odnyod v lamwVvIKA TTPAKTIKY
™™g D2 extoung Ba prtopouoe va mpokuyel onua-
VTIKO OpeAOG OTnv €kBaorn Tou acbevoug.

O oplopdg “OepameuTIKR” EKTOUN| TIPEMEL va
OleukplvioTel €av agopd povo Tnv agaipeon Tou
TpwTomadoug Gykou N Kal TNV eKTOUN] Twv dindn-
pHEVwV Aeppadevwy. Mepimou 30% Twv aoBevwv
Katd v dlayvwon €xouv BeTikouq Toug Aeppade-
VEG NG 2™ opnadog (N2 vooo)*. Zuvenwq o aTtdxog
™G BepameuTikKNg KTOUNG Mropel va erteuxBei
povo pe D2 ektopry oe €va onuaviiké Toco0To
aocBevav. Me dAAa Adyla n D1 ektour) odnyei oe
UTTOAELTIOpEVT) VOOO KAl AEUPAdEVIKY| UTTIOTPOTTH HE
oxedov mavta potpaia €kBaon. ErurAéov, npdopa-
™ a&loTio TN TEPAPATIKY €peuva delkvuel TNV ava-
YKaAdTNTa NG PLOIKAG XELPOUPYIKNG TWV Opiwv
EKTOUNG TOU TipwTomnadoug dykou®. Aleukplvifovtal
eriong ot punxaviopoi dnuoupyiag ArOPAKPUCHE-
VWV LETAOTACEWY Ard KAPKLVIKA KUTTapA Tou arto-
ornwvTal ard Tov MPWTOoTadr] dYKO Kal HECW TwV
Aeppayyeiwv Tou 0yKou oxXnuatifouv PHETAOTATIKTY
vé00 apXIKA 0TOUG KOVTIVOUG Aeppadeveg Kal aKo-
AoUBw¢g oe aropakpucpéva opyava. MNpdéogpateq
TIELPAMATIKEG MEAETEG UE QVTIAEUPAYYELOKY) Bepa-
nieia (avti-VEGF-C avti-VEGF-D [ayyelakoi evdo-
BnAwakoi auénTikoi mapdyovteg]®” kat GAa @dp-
HAKA-0TOXOL TIOU QvAOTEAAOUV TNV AEUPAYYELOYE-
vean, Onuoupyolv awcodogia yia v mPOANYN
Kal QvTILETWIION NG Aeppayyelakng dlaomopdg
oto péAhove. O povog OUWG TPAKTIKOG TPATog
QVTILETATIONG TwV Aeppadevikav N1 kat N2 pe-
TAOTACEWV KAl TIPOANYNG Tmepatépw dlaomopag
0€ QTOMaKPUOHEVa Opyava oepa TIapEXETal and
v ouotnuatikr D2 ektoun®.

MNari Aoimév n D2 ektopn dev epapudleTal
Kal otnv Auon;

(@) H D2 eival Texvika dUOKOAN Kal ETIPNKUVEL
ONUAvVTIKA TNV XPoVIKY dlapkela Tng eneuba-
ong . Anattei Wdlaitepn eumnelpia kaw oe ave-
Tapkn e€olkeiwon Tou Xelpoupyou augavel TV
HETEYXELPNTIKA voonpdtnTa Kat BvntdtnTa o
TETOl0 BaBud ToU e€oudetepwvel TO TIBAVO
Opelog and v Meiwon Twv TOTO-TIEPLOXL-
KWV UTIOTPOTIWV.

(b) Autqj eivat kat n mBavétepn e&nynon g
arotuxiag 2 eupwTaiKwV TUXALOTIOMUEVWV [e-
Aetv®10 va dei€ouv TNV BePAMeUTIKY] UTEPO-
X1 ™Q D2 évavtt g D1 ektounq.

(c) H erAewn emuBeBaiwong olppwva pe TIg ap-
XEG NG BaCIOUEVNG OE TEKUNPIWON LATPIKNAG

{owg kat arAd va onuaivel 6TL n D2 enéuBa-
on dev BeATiwvel v emBiwon.

>e avtiBeon Opwg pe v mbavr) weEAELa g
ETUOETIKNG AUPadEVEKTOUNG, N PLEIKY| ETUITPOCOE-
N TPOPUAGKTIKY] EKTOUN YELTOVIKWY OPYAvWY,
dlaitepa tou omnAnvog, dev dikaiwoe TI§ Tpoodo-
kieq apou augnoe TIG UETEYXEIPNTIKEG ETILITAOKEG
Kal TNV Bvntomnta Xwpig va BeATiwoel Tnv emt-
Biwon. H extopun} Tou omAnvég, Adyw Tou mbavou
TOU avOOOTIOINTIKOU POAOU KATA TWV (PAEYUOVWV
aAAG Kat avTiveomAaopatikig dpdong €xel orjue-
pa e&alpeTikd neploplopeve evdeigelg (www.gas-
triccancer.net ). ®aivetal 6Tt n €MBETIKY eKTETA-
MEVN XELPOUPYLKY| emépBaon dikatoAoyeital orue-
pa povo oe T4-kapkivoug yla eriteuén RO-ekTo-
MNG. AKOUN OPWG Kal autry 1 OTPATNYLKY au@l-
oBnteital kat e€etdletal oe ev eEeAikel TUYalO-
TIOINUEVEG UEAETEG €AV OE TETOLOUG TOTIKA TIPO-
XWPNUEVOUG OYKOUG N XELPOUPYIKY emeuBaon
TMPETIEL va Tponyeital 1) va €netar Uag CUUTTAN-
PWUATIKNG XnueloBepaneiag’.

MNpbéopata apyiCet va diagaivetal pia taon
ETIAEKTIKNG OTPATNYIKNG QVTIMETWTIONG NG VO-
oou oUuPWva PE TO 0TAdI0 TNG VOOOU. H TOKTIKY
autn epappdletal on 1§ eEetdletal oe TPOOTTTL-
KEQ MEAETEG €Tl TOU TTAPOVTOG Kupiwg oe £EeLdL-
keupéva Kévipa g lanwviag kat moAU Atydtepo
™mg Aloewg pe otdyo Tnv BeAtiwon g embiw-
ong aAAd kat g mowtntag wng'. H eAdyiota
EMEUBATIKY] OTPATNYIKY TIEPIAauBAvel Tnv evdo-
OKOTIIKT} BAevvoyovikr] ektour} (EMR), v Aaro-
POOKOTIIKT} TEXVIKY| Kal TNV XELPOUPYIKN dlatrpn-
ONG TOU TIWAWPLIKOU OPLYKTHPA. ZTOXOG 1 EMITEU-
&n RO ekToung pe Inv Ayotepn duvatr €ktaon
XELPOUPYIKNG £MEUBAONG KAl £TOL PEiWON ETUMTAO-
KWV Kal BeAtiwon mowdtntag {wnig.

MeTta&U Twv acbevwv pe duvnTika LGolo ota-
dlo véoou n moldTNTa NG XEPOUPYIKNG eMEUBa-
ong eival o onuavTikETEPOG MapayovIag Tou Ka-
Bopicel T600 TNV dldpkela emBiwong 6co Kat v
rnoldtTa (wNng. Yo Tnv euplTepn €vvola Tou Opou
“XELPOUPYIKY ToldTNTA” TtepthapBavetat oL povo
n Kavotnta dle§aywyng eAAXIOTNG 1) KAl EKTETA-
MEVNG XELPOUPYIKNG EMEUBAONG e XAUNAY] voon-
POTNTA Kal eAAXL0TN BvnToTNTAa, AAAG KAl TNV IKa-
voTNTa €EATOUIKEUPEVNG ETILAOYNG TNG KATAAAN-
Ang enéuBaong yia k@Be aobevr) (www.gastricca-
ncer.net).

SUVOTTTIKA N ETIAEKTIKY] QVTILETWTILON TIPOCAP-
poopévn oto otadlo g vooou TeplAauBaver:

(a) T1 éykol (reploplopevol oto BAevvoyovo
1§ urtoBAevvoyovo)
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a1: evdoBAevvOYyoVIKOi ETIIAEYUEVOL KapPKivoL (<
2cm, evteplkdg TUMOG Katd Lauren): evOOOKOTIIKY)
BAevvoyovikn ektour (EMR) [11]

a2: urtdAolriol BAEVVOYOVIKOi kal UTTIOBAEvVVO-
yovikoi 6ykou D1 extoun.

H AQmapooKoTIKY) o@nvoeldng eKToun kat n
TIEPLOPLOUEVT XELPOUPYIKY] dLaTrpnong Tou MUAW-
pPIKOU OPLYKTNPa eival TEXVIKEG Tou BpiokovTal
QKOUN UG TIPOOTTITIKA HEAETN.

(8) T2, T3 dykolr: D2 ektoun. Ze €AAewn
eunelpiag mpotiuntea n D1 ektoun.

(Y) T4 6ykoi: D2 kal EKTOUN| YELTOVIKQOV OIn-
OnuEvwv opyavwv N TIPO-EYXELPNTIKA XNUELOBE-

pareia kat akoAoUBwg D2 extoun.

Eival 0pwg mpdypatt aroTeAeopaTIKY Ula Te-
TOla OTPATNYIKY Kal dlakaloAoyeital n eQApUoy
™G ofuepa mapd v €AAeWn Tekunpiwong and
Tuxaloronpueveg PeAETeS; Edv val eival peailoTi-
KA 1 e@apuoyn g eupltepa Kat Oxl HOVO oe
keévipa Avagpopdg; Ot meploplopol, onweg akpiBela
oTnVv MpPo-BepareuTiki oTadloroinon, EUmelpo eEel-
OIKEUUEVO LATPIKO TIPOOWTTKG, UTtap&n ouyxpovng
dlayvwOoTIKAG Kal BepameuTIkng TexvoAoyiag, aAAd
kat kivduvol kat wpeAN avaivovTal dleEodikd oto
www.gastriccancer.net.

ABSTRACT

ROUKOS D. Gastric cancer: current surgical management and perspectives

The complete resectiom of the primary tumor -RO 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 RO 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. Here we approach this problem balancing risks and benefits.
Forum of Clinical Oncology 1 (2):148-150, 2002.
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NMAPOYZXZIAXH MNEPIXTATIKOY

AeppaTIK) PAPUAKEUTIKN avTidpaon HETA amod

Bepaneia pe makMiTaiEAn

E. ANivdgpdou, . zemartaddkng®, A. MoApeta, M. AaurportouAou, P. Tokou,

E. Xatl{nxpriotou, A. MriagpaAoukog

MNEPIAHWH

H rakAtta&EAn amoteAel €va and ta vewTeEPA AVTIVEOTTIAAOUATIKA QAPAKA, TIOU 1] XPr)on Tou
ouveXwg au&dveTtal yla tn Bepareia TIOAAWY VEOTIAQOLWV, CUUTIEPIAQUBAVOUEVOU Kal TOU Kap-
kivou Tou paotou. Evw ol avtidpdoelg unepeualobnoiag aroteAolv yvwoTr TAPEVEPYELA TOU
(PAPUAKOU, DEPUATIKEG (PAPHAKEUTIKEG aVTIOPACELS OTNV TIAKAITAEEAN AAAG Kal OTIG Tagaveq
YevikoTepa eival eEalpeTik@ omndvieg otn BiBAloypagia. Meplypagpoupe tnv mepintwon piag
a0Bevouqg e KaPKivo TOUu paoTou, 1 oroia eppavioe coBapr] dePUATIKY] PAPUAKEUTIKY] avTtidpa-
on UeTd and Bepareia pe TAKAITAEEAN, TTIAPA TNV TIAY)PN TIPoETOLAcia pe otepoeldn. Mvetal
oUVTOUN avackornon NG OXETIKNG BBAloypagiag Kat oulnteital 1 avaykn yla TIPOOEKTIKY|
rapakoAoutnon Twv acBevwv 1ou AapBdvouv Taaveq yla TNV eUPAvION dEPUATIKWV avTidpd-
oewv Tapd tnv TPoPUAAEN pe otepoeldr). AéEe1g-KAeI81A: TTIaKAITAEEAN, DepUaTIKY] avTidpaon,
kapkivog paotol. BrApa KAivikiag Oykoloyiag 2002, 1 (2):151-154.

Eicaywyn

O1 depuaTikEG avTIdOpAoelg aroteAouv pia and
TIG TILO OUXVEQ TIAPEVEPYELEG TWV PAPHAKEUTIKWOV
okeuaopdatwyv yevikd. Ot ta&aveg kat eld0kOTEPA 1
TMakALTaEEAN eival vewTepa AvVTIVEOTIAQOUATIKA
Papuaka pe dpdon OTn UITWTIKY ATPAKTO, TIOU
Bpiokouv ouvexwg auEavopevn xprion otnv avtl-
HETWTION TIOAAWV KakKonBwv OyKwv. H mmakAtta&e-
A1 Xpnoloroleital eUpEw oe BePAMEUTIKOUG CUV-
duaououg evavtiov ouviibwv HOpPPWV Kapkivou,
Onw¢ Twv wWoBnKwv, Tveupova Kait pactou. Ta
PApUaKa autd eMUTAEKOVTAL YE TNV OXETIKA OU-
XVN EMpavion avtidpdcewv unepeualodnaoiag kata
TI§ TIPWTEG CUVNBWG XOPNYNOELS, Yla TI§ OToieq
ouoTtiiveTal TIAvTa 1) TPOPUAGKTIKA XOPT1jynon oxe-
TIKA peyaAwv 800wV 0TEPOEIOWY Kal avTLUOTApL-

OykoAoyikny KAwvikn Kat (*) Xewpoupyikn KAvikry Maotou
Noocokopeio Metropolitan, Néo ddanpo 18547, ABriva

VIKWV TIPLV Kal, 0 KATIOlEG TIEPUTTWOELG, HETA TN
Xopnriynon twv tagavwv. ApUATIKESG PAPHAKEUTL-
KEG avTdpdaocelg ard Ttagdveg eival ondvieg, e
eAdyloteg BIBALOYPAPIKEG avapopes. Meptypdpou-
pe pia TéTola mepinmtwon oe acbevr] Tou €AaBe
TIAKALTAEEAN YLa KAPKivo paoTtou Kat 1) oroia ep-
¢avioe coBapry depuaTkn avtidpaon mapd v
TIPOPUAGKTIKY] XOP1ynon otepocldwy.

MNepiypagn mMepIMTOOEWS

luvaika nAwiag 40 eTwv PooABe yla EAeYXO
Tov deBpoudplo 2002 petd amd YnAdepnon oyKli-
Oiou oTo de€ld HaoTo. H KALVIKY eE€Taon avedelEe
ynAapnt paca peyedoug 3x4 ek. 0To Avw €EW
TUa Tou Oe€lol paoTtol Kal UIMAOK AEUPAdEVWV
2x3 ek. 0Tn ouoToLn HacxXAAn. Ta KAWIKA eupn-
pata emBeBalwBNKav pe ATEKOVIOTIKO EAEYXO:
pactoypagia kat urepnyxoypdenua pHactwv, ago-
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VIK} Topoypagia 8wpakog avedelkav OUUTIayEQ
HOPpPWHA 0TO Avw €Ew TUrua Tou de&lou paotoy,
Olaotdcewv 3x3 eK. Kal UITAOK deEIwV pacyailaiwy
Aeppadévay, dlaotdcewv 2x2 ek., avtioTolXa. Blo-
Yia TG palag tou pactou €dwoe TN OlLAyvwon
dINBNTIkOU TopoyeVOUg adEVOKAPKIVWHUATOS Ha-
otou, petplag diagpoportoinong (grade ) pe apvn-
TIKOUG UTIODOYXEIG OLOTPOYOVWY Kal TIPOYECTEPO-
vng. MARpng otadioroinon NG vooou e a&oVIK)
Topoypagia dvw- KATw KolAiag Kal omvenpoypd-
(PrHa 0OTWV arEBn apvNTIKY Yla LETAOTATIKY VOOO.
NAOYyw ToU peyE€BouUg NG TOTIKNG VOOoOoU, anopaai-
OTNKe €vapén CUOTNUATIKNG VEO-ETIKOUPIKNG XN-
peloBeparieiag pe ™ xopnynon 4 kKukAwv Erm-
pouBikivng 110 mg/m? ava dUo £Bdouddeg pe
urnooTiPLEN auéntikou TapdyovTa Kair oTn Ouve-
xewa xopriynon 4 kUkAwv MNakAttageang 225 mg/
m? avd duo £6douddeg, ota MAaiola KAWVIKAG Ue-
AETNG Tou TUNuatog. H aoBevriq €AaBe Toug 4
PWTOUG KUKAOUG Ue EripouBikivn Xwpiq va ep-
pavioel kapia onuavTiky TOEKOTNTA, EVW META
ToUg BUO TIPWTOUG KUKAOUG ETIETUXE Mia TIOAU KAAT)
MEPIKY) avTarokplon Kal PeTd Tov 40 KUKAO MTav
0€ KAWVIKY Kal AreKOoVIOTIKY TIAYipn Upeon. Aro-
(aciotnke va ouvexlotel n xnuelobepaneia pe
TIaKALTAEEAN Kal n acBeviig €AaBe Tov TIPWTO KU-
KAO pe TIAN|PN UTIOOTNPLEN Kal TpoeTollacia pe
KOPTIKOOTEPOELDY] Kal avTUoTapviKa. Kata ) ddp-
Kela xoprynong g Bepareiag, 6nwg Kat Ta npwta
24wpa petd T Oeparieia dev epPdvioe kaveva
nMpoéBAnua 1 toikdtnta. Mévie NuUEPESG PETA TN
XOP1riynon tng MakALTa§EANG, 1 acBevnig TIPoonA-
Be eKTAKTWG AOYW EUPAVIONG TIPOODEUTIKA ETTL-
delvoupevou eEavBruatog, To ormoio To Tponyou-
pevo 24wpo eixe eEeAixBei oe yevikeupgvn dep-
MaTIKY avTidpaon, un Kvnopwdn, pge T Hopen
EMMPUEVWY KNAWDOBAATIOWdWV £0TIWV, CUPPEOU-

-

oWV KaTtd Tmeploxeg, Kupiwg ota KATw kat qvw
aKpa, Kat AtydTtepo OTOV KOPUO Kal OTO TPAOCWTIO,
eV ol BAevvoydvol fitav eAelBepol. H aobeviig
Oev eixe AaBel kaveva veéo @Aappako N oucia katda
TI TIponyoupeveg NUEPeS Tou Ba propouce va
evoyoronBei. H kKAvik didyvwon rjtav autr g
ocoBapnq dePUATIKAG PAPUAKEUTIKNG avTidpaong
otn xopnynon g Bepaneiag pe tagdavn. MNabo-
Aoyoavatoukn e€€taon ané Bloyia piag depuarti-
K¢ BAABNG emBeBaiwoe TNV KAWIKYA ddyvwon,
avadelkvuovtag pn €10KoU TUTIOU TIEPLAYYELAKES
dinBnroelg amnd AeppokUtTapa Kat nwovogpiia. H
aoBevng voonAeubnke Kal EAaBe KOPLKOOTEPOELDT
Kal QvTUOTauLVIKa evOopAeBing yia 48 wpeq pe
Beapatikni urtoxwpenon tTou £EavbrjuaTog evw Ou-
VEXI0E TNV aywyn HUE KOPTIKOOTEPOELDY| and To
oTopa Kat’ oikov yia dAAeg d€ka nuepeg. To eEav-
Onua uroxwpnoe MANPWS KAl N TIAKALTAEEAN TIoU
BewpriBnke atTioAoyikog rapdyovtag, diekormn). H
aoBevn|g odnynbnke oc TOTIKO XELPIOUO PE XEL-
POUPYIKY| TUNMATEKTOUY] paotou de€ld kat Aeppa-
Oevikd kaBaplopd pacxding, mou emBeBaiwoav

mv mApen Ugpeon.

ZudnTnon

O1 depuaTikég avTIdpAoelg aroTeAouv TIOAU
OUXVN TTAPEVEPYELD PAPUAKEUTIKWV OKEUAOUATWY.
Onowadnnote deppatikn avridpaon propel va
ekAUBel f§ va erudelvwBel and ) xprion karolou
(PAPHAKEUTIKOU OKEUAOUATOG, ard TO OTOUA, TOTIL-
KA 1] HeTA evDo@AEBLa Xopriynon. Ot eEavBnuatt-
KEG avTdpAaocelg eival n o ouxvry popoer depua-
TIKAG BAABNG AOYw (apudkwy, ouxvotepa oav
MIKPEG BAaTideq evw O OmMAvia cav HEYAAES
KNABoBAaTIOWdEL BAABEG 11 epubnuaToeldeiq
eoTieq. ZuvnBgotepa oL BAABEG ouppeouv Katd

Eikova 1. A. Tevikeupévo depuaTIKO PAPUAKEUTIKO £§AvBnua PETA TN Xoprynon mMakATagEANg.
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Eixova 1. B. BeAtiwon tou e€avOnpatog HeTa 24 wpeq
i.v. OTEPOEWDWVY Kal QVTUOTAULVIKWOV.

TIEPLOXEG, EEKIVWVTAG a0 TOV KOPUO KAl EMEKTEL-
VOUEVEG TIPOG TA AKPA, ME TG TIOAQUES Kal Tia-
ToUuoeg TOdIWV va eival oL B€oelg Tou TPOoBAA-
Aovtal TeAeutaieg aAAd kat amd TIG oroieg TO
€€avonua urtoxwpeel TeAeuTaio. ZuvBwg ouvumdp-
XEL KVNOUOG, EVW N LOTOAOYIKY £IKOVA apopd £va
KN €1dlkou TUToU TepLayYeLako dmbnua and Aep-
POKUTTAPA Kal nwotvogpiAa. Mia eEavOnuatoeldnq
PAPUAKEUTIKY) avTidpaon mpemel va dapopodla-
yvwotel and AAAeq ouxveéQ OepUatikEG BAABEQ
OXETIWOUEVEG ME PAPUAKA, OTIWG T AEUKOKUTO-
KAQOTIKY] ayyeltida 1 To TIOAUHOPpO £pudnua.
2TV nepintwon mg ayyeltdag ouvrbwg mpod-
KELTAL YO aVOOOAOYIKY avTidpaon o€ KAToo avTl-
YOVO, AOUWOEG 1 PAPUAKEUTIKO, apopd KUpiwg
Ta KAtTw Akpa kal propei va ocuvodevetal arod
YOAOTPEVTEPIKEG N VEPPLKEG BAABEG. H 10TOAOYIKT|
elkéva TEAOG eival dlayvwoTikn, pa Kat avadel-
KvUel oudeTeEPOPIAA KAl AVOCOCUMTAEYUATA Ka-
Bwg Kal ayoppaylkda oTolxeia yupw Kat Heca otoug
auloug Twv ayyeiwv. ZTnv mepintwon O TOU
TIOAUIOPPOU £PUBNUATOG, av UTTAPXEL N XAPAKTN-
PLOTIKY €0Tia Tturou “bull’s eye” téte n dlayvwon
elval eUKoAN, evw 1 PocBoAr] BAevvoyovwv eival
ouxvn. lMpodkettal yia avoooloylkry avtidpaon oe
KUKAOQOPOUVTA QVOCOCUUTIAEYATA KAl 1) LOTOAO-
YIKY] €lkOva avadelkvuel SUOKEPATWTIKA KEPATLVO-
KUTTOpa otnv emdepuida Kat meplayyelakn Oui-
Onon arné nMAN6ucUO LOVOKUTTAPWV.

Ot ta&dveg, MakAITa&EAN Kal doaLTaEEAN, cuv-
OgovTal e TNV eugavion avtidpacewv umepeuat-
obnoiag oe 1MOCOOTO 2-4% TWvV A0BEVWYV, TIOU
Mropei va KupaivovTtal and anAr epubpdtnta €wg
duorvola, uttdTaon, ayyelooidnua Kal oupTikapLa.
NAOYWw TWV TAPEVEPYELWV aAUTWV, ol Tagaveg Td-
VTQ Xpnolloroouvtal PeTA arod TPOPUAAKTIKN

Eikova 2. loToloyikn €lkdva depuatikng BAABNG.

XOPY]yNom KOPTIKOOTEPOEWDWY KAl AVTUCTAULVIKW®Y.

Aepupatikég avtidpdocelg PETA TN Xoprynon
Ta&avwv @aivetal 6Tl eival omndavieg. ‘Exel mept-
ypael pia mepintwon yevikeupevng depuatwoews
HETA ard Xoprynon TakAITa&EANg, evw eriong oe
pia aoBevry pe PETAOTATIKO KAPKivO paoTou Kal
nratikn ducAettoupyia, meptypdeeTal n eueavi-
on coBapng BAEVVOYOVO-OEPUATIKNG TOEIKOTNTAG
HETA TN Yoprynon makAta&eAng. Mo npdéogpata
nepLypagnke pia nepintwon otabepol GapUAKEU-
TIkoUu e&avOrjpatog oe pia acBevry pe Kapkivo
woBnkwv Tou €AaBe Beparteia pe TAKAITAEEAN. H
aoBevnq eupavioe To e€avOnua mapd to Ot ixe
TpoNynOel TIPOPUAAKTIKT} XOP1iynon oTepoeldwy,
kal eivatl evolapepov OTL To £EAvONUQ UTIOXWPNOE
TMANPWG HETA TNV TOTIKY) EPAPUOYY] OTEPOEDWV.
‘Ocov apopd ™ dootta&eAn, €xouv meplypadel
ouxvltepa ofeieg Oeppatikeg avtidpdoelg, ol
oTtoieq OUWG eival HETPLA CUUTITWHATIKEG KAl OXE-
0ov mdavta eival autorneplopllopeveg. TEAog, yla
™ doolta&EAn €xouv Teplypagei Tpia meplotatl-
KA pe OepUATIKEG avTIOPACELG HIUOUUEVEG OKAN-
podeppia, ol oroieg kat LOTOAOYIKA avadeixbnkav
wq Teploxeg dldyxuteg okArppuvong. Awakorm) g
dootta&eéAng eixe oav armotéAeopa TNV UMOXWEN-
on Tou odnuaTog kabwg Kat NG okAr)puvong Tou
d€ppatog.

2Tnv TEPIMTWON Tou TEPLYPAPOUNE 0NV Ta-
pouca epyaocia, n depuatiki avtidpaon apopouoe
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YEVIKEUPEVO Un Kvnopwdeqg e§avOnua, 1o oroio
EMMABE peEPIKA 24wpa PeTd Tnv xopnynon mng
TIAKALITAEEANG. ZnpewwveTal Kat TaAL 6Tt n aobe-
VNig eixe AdBel Tnv MATipN ouvnOn doon TipoPuUAa-
KTIKWV otepoeldwv. Emiong €xel evdlapepov Kat
0w TO yeyovdg NG TANPOUG UTIOXWPNONG TWV
deppatikwv BAaBwv pETA TN XOopPNynon €K veou
OTEPOEIDWV KAl AVTUOTAMULVIKWY.

Ta deppaTik@ PAPHAKEUTIKA eEavOrjuaTa av Kat
omavia PeTd tnv Xopriynon makAITageAng propel

va eivat apketd coBapd. ' autd eival okOTIN 1
OTeVN TTapakoAouBnon Kal evnuepwon Twv acbe-
vwv 1ou AapBdvouv ta&dveg yla tnv €ykaipn ava-
YVWOPLON Kal QVTIHETWTION JEPUATIKOV avTdpd-
ocwv. H TIPOPUAAKTIKY) XOpriynon otepoeldwyv dev
npootatelel TAvTa and TNV epPavion TETOLWV
avTdpacewv, evw @aivetal OTL N BePareuTIKN
xopfiynon toug eival anoteAeopatikn. Emni epgpa-
vicewg 0e coBapwv depuatikwv avTtidpdoewv n
OpLOTIKNA dlakottr) TNG TakALTageANg eival avaykaia.

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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"Evapén €181kéTnTag MaboAoyiknig
OykoAoyiag

MeTtda ané oAU xpovo kal kKOTo, £ylve N vap-
&n xopriynong g ewdkottag MNaboAoyikriig Oyko-
Aoyiag. "Hon ot mpwTtol edikeuduevol Eekivnoav
mv edkotnTa Qg MNaboioyiag OykoAoyiag oTIq
MNMaBoAoyikeq Oykoloyikeg KAVIKEG Twv Mavertt-
otnulakwv Noookopeiwv lwavvivwv kat HpakAgiou
Kpritng. Euxopaote KaAf apxr) kat yprjyopa moA-
Aol reploadtepol veol ylatpoi va €xouv tn duva-
TOTNTA AOKNONG OTNV OoykKoAoyia oe OAeq TIq TO-
BOAOYIKEG OYKOAOYIKEG KALVIKEG.

Néa am’éAo Tov KGouo

e O ‘uavpog koouog” tou XAdpoAvt llivtep

2Ta 71 Tou Xpovia €vag arnd Toug YeyaAuTe-
pouqg Bpetavoug kat diebveiq Beatpikoug ouyypa-
Peig, pia onUavTIKn TIOALTIKY TIPOCWTIKATNTA, OU-
veldnTtog avtippnoiag kat SlapkAQ ETIKPLTAG Tou
kateotnuevou, o lMivtep dleyvwaobn pe Kapkivo
Tou oloopayou. “Bpgbnka oe €va oKoTelVO KOOUO
mou dev eixa 1O€a nwg va Tov epunvelow. Eival

MaBoAdyog OykoAdyog, EmpeAntpia A’, OykoAoyikn
KAwvikr) Noookopeiou Metropolitan, Néo ®aanpo, Aériva

ocav va Boutdg oTov wKeavo Xwpiq va EEpelg Ko-
AUum. ArAd etunAéelg, BuBiCeoal, oto TEAOG €va
€xel onuaoia: eipat €dw. Katd tn ddpkela g
XnueloBepaneiag kdBeoat kat ) voookdua cou Baclel
OTO XEPL €vav 0ppPO e TA PAPUAKA TIOU TIPETIEL
va ndpelg. H ouykekplueEvn VOOOKOUa Hou eime:
“Ta KapKLVIKA KUTTapa €ivalt autd mou €xouv &e-
Xaoel nwg va rnebaivouv”. EMnpedotnka t600 oAU
aré autd ta Aoyla, Tou OTav €puya £ypaya To
rnoinua Kapkivikd kuttapa”.

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.

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

| need to see my tumour dead
A tumour which forgets to die
But plans to murder me instead.

But | remember how to die
Though all my witnesses are dead.
But | 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
e www.haroldpinter.org
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Ta onpavTIKOTEPA TWV TIPOCPATWV CUVESPIWV

27° Zuvédplo g Eupwnaikig Etaipeiag K-
vikiig¢ OykoAoyiag (European Society of Medical
Oncology, ESMO, 18-22 Oktw8piou 2002, Nikala,
FaAAia)

e YuynAgg ddoelg xnuelobepariciag yia Kapkivo
gaotou uynAou kivduvou: pia td6ga rmou Oev
emBeBaldbnke

>t1o Presidential Symposium pe tnv eukaipia
NG TIapoUciaong Twv ArnoTEAEOUATWY iag Tuxalo-
momnuévng HeAETNg tou Anglo-Celtic Oncology
Group, og yuvaikeg pe Kapkivo paotou unAou Kiv-
Ouvou, oulnminke 0 POAog Twv UYNnAwv ddoewv
XNHeloBeparneiag onpepa. 2tn UEAETN TIOU TIAPOU-
oldobnke 605 yuvaikeg pe kapkivo paotou Kat Tou-
Aaxlotov 4 Aeppadéveq BeTikoUug €AaBav PETEY-
XEPNTIKA 4 KUKAOUG adplapukivng 75mg/m? kat
0Tn ouvexela Tuxalorowmbnkav €ite oe UPNAEQ
0ooelg xnueoBeparneiag (high CMF) pe petaud-
OXEUOT TIEPLPEPIKWY TIPODPOUWY KUTTAPWY, £iTe
oe oupBatikeg docoelg xnueloBepaneiag pe CMF
Me didueon mapakoAoubnon 5.3 €, dev urmpée
OTaTIOTIKA onuavTiki dlagopd oute otnv eruBiwon
OUVOAIKQ, aAAG oUte oTnv eAelBepn vooou emiBiw-
on. Emniong dev @davnke kauia urepoxr) otav ava-
AUBnkav Ta aroteAgopata ava OTPWUATOTIoMNON).
Ta anoteA€opata NG HEAETNG aQUTNG €pXovTal va
POoOTEBOUV OTIG TIPONYOUUEVEG £EL LEAETEG UYN-
Awv do0ewv Og KAPKivo paotou, evioxuovtag Tnv
artoyn OTL N BepameuTk] autr avTILETWTION dev
TIPOOPEPEL KAVIKO OPEAOG OTOV KAPKIVO TOU pa-
otou. Ta armoTeAEoUATa TIPONYOUUEVWY HUEAETWV
oulntiénkav, érou oe Karoleg, ota 3 €11 TIAPAKO-
AouBnong, dwagaiveTal WIKPY UTEPOXY] TWV UYN-
Awv 8b6cewv 6oov agopd TNV eAeuBepn vOooou
emBiwon évavtl TG ocUUBATIKNG XnueloBepareiag.
H pévn peA€n nou €0el&e OTATIOTIKY dlagopa, n
PEGASE 01, agopouce HiKpd apiBud acbevwv yia
va dwoel onuavTikd aroteAgéopata, kKar edw dev
urp&e Olagopd otn GuvoAlkr emuBiwon. ‘Etol, e
Ta onuepvad dedougva, n xprion ubnAwv décewv
XNHELOBEPAMEiag CUUMANPWHATIKA 0 KAPKIVO Ja-
OoToU uPnAou Kivduvou, Bev €xXel Kapia BEon eKTOQ
KAWVIKQOV PeAeTV. TENOG, (aiveTal OTL cagr ana-
vinon 6a dwoel pia petaavdAuon Twv Umapxo-
VIWV MEAETWV O autrh TNV £voel&n.

e H o&aAwrtAativn otn Bgparncia Tou usTaoTarti-
KoU KoAoopBikoU Kapkivou

Ta aroteAéopatra g interim avdiuong ng
TUXALOTIONMEVNG OUYKPLONG METAEU Tou cuvdua-

opou FOLFOX4 (o&aArAativn kat 48-wpn Xopn-
ynon 5- FU/LV), pe 5- FU/LV pévo, otn Bepaneia
TOU METAOTATIKOU KOAOOPBIKOU Kapkivou, Ttapou-
OlAoTNKav. 2Tn PEAETN auTy Tuyalorowjénkav 821
aoBeveig pe peTaoTaTiké KOAOOPBIKO Kapkivo, Tiou
unotportiacav petd ard 1S ypapunig XOr pue CPT-
11 kat bolus 5-FU/LV (IFL 1} Saltz regimen). O
ouvduaopog pe tnv oEaAmAativn €dwoe OTATIOTL-
K@ onuavTikn dlagopd téco éoov agopd I Heiw-
oN TWV OXETILOUEVWY HE TN VOOO CUUMTWHATWYV,
oTnv avTKelpevikn avtariokpion (ORR) doo kat
otnv kabuotepnon tng mpoodou voocou (TTP),
XwpIig emnpoobetn toEkdtnTa. MapoAo mou ou-
{nmbnke OTL NTav iowg avapevopevo o cuvdua-
ouog pe to infusional 5-FU va dwoel kaAutepa
aroteAéopata Petd amd 1ng ypapung bolus 5-
FU, ta aroteAéopata g HEAETNG QUTAG TIPOCE-
pepav arodelEn erunedou 1 (level 1 evidence)
deutepng ypapurg Oepareia, kat pe B8daon autd
d66nke ard To FDA n €ykplon otnv oaArmAativn
yla Beparteia aobevwv pe HETAOTATIKO KOAOOPOL-
KO Kapkivo Tou amétuxav otnv 1S ypapung Oe-
pareia.

e 7ZD1839 oe ouvduaoud ue xnuelobeparieia, oe
TTPOXWPTUEVO UN UIKPOKUTTAPIKO KapKivo nveu-
uova (NSCLC): amotuyia avddeiéng kAivikou
oQpEAOUG
Ta aroteAéopata g HEAETNG ¢aong I IN-

TACT-2, oe NSCLC pe Ttov poplaké mapdyovta

ZD1839 (Iressa) povo 1 oe ouvduaoud pe Xn-

peloBeparteia (TTAKAITAEEAN Kal KAPUTIOTIAQTIVN)

rapouctdotnkav. Aev @avnke KALVIKO dpeAog ard

Vv TPOOBNKN Tou Iressa oe xnueloBeparneia.

Eniong mapoucidotnkav ta aroteAéopata piag

AAANG pEAETNG He ouvduaopd Iressa Kal yeuolta-

prtivn kat oorAativn. Kat oe autr tn PHeAETn dev

urmp&e KAWVIKO OpeAog amd Tnv TPocoBrikn Tou

Iressa. ZUVOAIKA 0T PEAETN auTr| elonABav 1093

aoBeveiq kal petd and 12 pveg napakoAoubnon,

Oev umpe otatioTikd onuavTiky diagopd oe Kaplia

aro TI§ TIAPARETPOUG TNG HEAETNG, EVW T TOEIKO-

™rta fTav napdpola, €KTO¢ NG AUENUEVNG Ou-
xvotntag ep@dviong dappolwv Kat eEaveriuatog
a6 To Iressa. Ta apvnTikd autd anoteA£opata
oxoAldotnkav kat culnménkav amnd tov Dr

Lawrence Einhorn, o omoiog petau dAAwv oxo-

Aiaoe 1O yeyovog OTL aToug MANBUCHOUG TWV pe-

AETWV aQUTWV TIOU agopoucav VEOUG HOPLaKOUG

napayovteg, dev eixav mponynBei baseline peAg-

TEQ TWV HOPLAKWV OTOXWV, KATL TIOU i0wg Ba prto-

pouce va Bondroel otnv avdiluon Ttou yiati 1
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TPOCEYYLON auTr arnéTuxe. Kalt €kAeloe tnv Ta-
pouciaor] Tou pe TO TPOPNTIKG “ripocoxn otnv
aBaolun utepBoAny”...

* [nptatpikri OykoAoyia: moAAol nAlklwueEvol
aobBeveis e kapkivo dev AauBdvouv ) owoTr)
Beparnicia ardé o @oBo mbavii¢ ToéIKATNTAG
21N peydAn misoyneia TwV NAKIWUEVWOV YU-

VAIKWV UE KAPKIiVO woBnkwv dev TIPOOPEPETAL N

owoTn Beparteia, d10TL 0 ylaTPOG TOUG poBaTtal

v éava augnuevn ToEIKOTNTA TWV PAPUAKWY.

‘Opwg undpyouv TOAU Aiyeg evdei&elg 4Tl oL nAL-

KIWMEVEG Yuvaikeg dlaTpEXouV PEYAAUTEPO Kiv-

duvo amd TIq vewTepeq. Mia YaAAIKY) HEAETN Tie-

pliEAaBe 83 aoBeveig nAkiag dvw Ttwv 70 €TV,
oe pia mpoormabela va kabopioel moleg aocbeveiq
8a w@eAnBouv TPaAyHaTiKA ard TN OCUUBATIKY)

XnueoBepareia, avadelkviovtag 6Tl n owoTtr Oe-

parteia propei va 806l xwpig poBo ToEKOTNTAG

0e OAeq TIG nAKkieq. Ta aroteAéopata O piag

AAANG HEAETNG 0 179 NAKIWUEVEG Yuvaikeg pE

Kapkivo paotou, €delav OTL Kal oL NAKIWUEVES

aoBeveiq puropouv va avexBouv eEioou KaAd Loxu-

pEQ Bepareieg, 1Olaitepa orjuepa TOU TIOAAEG UTTO-

OTNPIKTIKEG Bepareieq eival dabgolueg. Eivay,

Aowrtdv, 1600 AGBog 600 kal avriBiko va dlakpivo-

vTalL ol a0Beveig e HOVO KPLTPLo TNV NAKia Toug.

* H texvolAoyia twv microchips yia tnv avdAu-
on yovidiwv kKapkivou

O Dr Martin Fey, amé 1o Ivotitouto KAWIKNG
OvykoAoyiag g BEpvng, mapouciace oAU Ttapa-
oTatika Ta vewtepa dedopgva doov agopd Tnv
texvoloyia tTwv DNA microarrays, kat T peAlo-
VTIKT] TIPOOPOPA auTWV TWV TEXVOAOYLDV OTnV
poyvwon kat dldyvwon Tou Kapkivou. Metd and
pia av@iuon g peBodoAoyiag TwV TEXVIKWV
microarrays, ou{ntiénkav ol TIOANATIAEG HEANO-
VTIKEG £QAPHUOYEG TOUG OTNnV oykoAoyia. H ta&l-
vounon Twv OYKwv TEPAV NG avaTtopiKig Toug
B€ong, Ba propel va enektabei oe autr pe Baon
urtoopddeq yovidiwv mou n €kppaon Toug Ba ei-
Val XOpaKTNPLOTIKY Yla KArola ouyKeKpLeEvn opdda
veomAaolwyv. H texvoloyia twv microarrays 6a
pag dwoel v duvatdétnTa va kabopiooupe o-
plakouqg apayovteg Tou Ba propoulv va TPoBAE-
Youv Tnv erutuyia f} OxL piag dedopévng Bepa-
neiag. ‘ETol n “otoxeupevn’ Beparteia oxL povo Ba
BeATwWvVEL TNV ATTOTEAEOUATIKOTNTA, AAAG Ba pelw-
VEL TIG TIAPEVEPYELIEG Kal TO KOOTOG, Ul kat Ba
artokAeiovtal €€ apxng axpnota edpuaka. H ava-
Auon yovidiwv pe Tnv TeXVoAoyia Twv microar-

rays 0a eival dlaBeoun oe peyaia epeuvnTika
KEvIpa ota endueva xpovia, opwg dev Ba eival
eUpEwg OLaBEaIUN yia TOUAAXLOTOV pia akoun Oe-
kaetia. Ta poBAfjpaTa oInv avartuén Kat oL Tw-
plvol TePLOPLOOl QUTWV TWV TEXVOAOYLIWV OUln-
™Bnkav ertiong, Tpv kAeioel autr n TOOO TETU-
XNUEVN Tapouciaom, Pe TNV €kepacn tng ava-
YKaOTNTAg OfjUEPA Yia CUAAOYT] BLOAOYIKOU UAL-
koU artd 6Aoug Toug acbeveiq pag, Ua Kat oL oTpa-
TNYIKEG XAPAKTINPLOpoU Kal avayvwplong Hopla-
KWV TIapayovIwyv Kal avipwTivev MpwTeivev ou-
vexwg eEeAiooovTal, MPooPepovTag aneploploTeq
duvatdtnteg yia TIg dlayvwoTIKEG Kal BepareuTi-
KEQ TIPOOEYYIOELG TOU KAPKIVOU OTO HEAAOV.

e To MPWTO OUUITOOIO OPYAVWUEVO QITOKAEIOTIKA
ard Néoug Eupwriaiou¢ OykoAdyoug- MaBoAd-
youg (young medical oncologists forum)

To mpwto evBouowwdeg oupmoolo Twv NEwv
Eupwraiwv OykoAdywv €ylve TipaypatikoTnTa I
Aeutépa 21 OktwBpiou otn Nikawa. Ot Neot Eu-
pwrtaiot OykoAdyol (young medical oncologists,
YMO) aroteAolv pia véo-ouotabeioa opada ep-
yaoiag (working group) ota TAaiola Twv dpaotn-
plotwyv g ESMO, ou 1dpubnke to 2001, avti-
npoowrtevel Tiepinou 500 veapd peAn g ESMO
(kaTw TWV 40 £TWV) Kal EXEL OKOTIO TNV CUVEXL(O-
pevn ekmaideuor] Toug, TNV avayvwplon Twv WoLai-
TEPWV TIPOBANUATWVY TOUG Kal TNV powenon Twv
KOlV@WV Toug oTdXwv. To ouprndoto otn Nikawa itav
TO MPWTO and Ta oxedla g onddag Kat apopou-
o€ TO POAO TO VEWV OYKOAGYWV OTNV QVTIHETWTIL-
on Twv acbevwv uPniou Kivduvou kabwg Kal au-
TV He apXka otdadla kapkivou, culntwvTtag Ta-
padeiypata KAWVIKQOV TEPIOTATIKWV Kapkivou pa-
otoU. Ta KupldTEPa EpWTAUATA apopoloav To WG
eKTILATAL 0 KivOuvog, MoTe Ba nmapangupoupe Eva
aoBevn) yla YEVETIKO €AeyX0, TIWG dlaylyvWoKou-
pe UETAAAGEELG, pe TIoleg TipounoBEoelg Ba Eeki-
vioel pia HEAETN XNUELOTIPOPUAAENG, K.4. 'Eyivav
TIOAU €YKUPEG KAl APTLA EVNUEPWUEVES TIAPOUCLA-
o€elg arod VEOUG OYKOAGYOUG Kal OTr CUVEXELA AKO-
Aoubnoe eKTeTAUEVN OUQNTNON Kal YOVIUn avTl-
napadeon pe DLAKEKPLUEVOUG “UEYAAUTEPOUS” OU-
vadeApoug oykoAdyouq. MoAAd eival Ta oxedia
™G oupddag twv Néwv Eupwrnaiwv OykoAdywv
yla To HEAAOV, Kal TIEPIAAUBAVOUV ONUAVTIKA COurs-
es Kabwg Kal To MPWTo eKMAldEUTIKO KaAoKalpLvo
ouvedplo g ESMO otig 19-22 louviou 2003 oto
EduBoupyo g Zkwtiag (ESMO Summer Educa-
tional Conference; ESEC 2003).
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13t EORTC-NCI-AACR Conference on Mo-
lecular Targets and Cancer Therapeutics, 19-
22 NoepBpiou 2002, dpaykpoupTn, Meppavia

e [IAdoelg oTduatog ue apaiwpgvo dtdAuua ade-
voioUu uropel va mnpoAdBouv tnv avdrtuén
TMPOKAPKIVIKWV OUOTTAQOTIKWV OTOUATIKWYV BAa-
6wv
Mepinou 30-40% Twv OUOTIAACTIKWV OTOMATL-

KOV BAOBWV EUTIEPLEXOUV EVEPYOTIOMNUEVES |E-

TaAAGEeLG Tou yovidiou p53, KalL evw N KAAOOIKN

QVTIUETWTION HE XELPOUPYIKH apaipeon Toug,

arntaAAdooel ard CUYKeKpPLUEVEG evTortioelg, dev

HEWWVEL TA TIOCOOTA EUPAVIONG KAPKivou. AOKIUA-

OTNKE AOLMOV €va OTOMATIKO JldAupa Tou TepLe-

XEL apalwpéveg ouykevtpwoelg tou ONYX-015,

evog adevoiou, Tou dev peTaPEPEL Hia avaykaia

yla Tov TIOAAQTIAQCLAOMO Tou U TPWTEivn, ToU
ouvdEeTal Kal arevepyorolel To KUTTAPIKO p53,
€10l wote 0 ONYX-015 va eival eKAEKTIKA KUTTA-

POTOEIKOG YIA TIPOKAPKLIVIKEG KAl KAPKIVIKEG BAA-

Beg pe €NAewn p53 (p53-deficient cancers).

HEAETN paong Il Tou TIapoucLaoTnKke, 22 aobeveiq

ME KAWVIKA eppavn 1oToAOYIKY) duorAacia, éhaBav

oTopatiko didAupa ONYX-015. ‘Eyive opoAoyIKOG

€AeyXog TiTAwv avti- adevoiol kat Bogieg Twv
pocBeBANuUEVWY BAevvoyOvwV TwV acBevav Tng

HEAETNG, £€Del&av TANPN LOTOAOYIKY) eEAAeWn TNG

duorAaciag oe 4 and Toug 19 ekTIUNROIOUG aoBe-

velg, Kat onuavTikn BeAtiwon oe aAAoug 3 aoBe-
veiq. H Bepaneia fitav oAU KaAd avekTr, Xwpig

TOEIKOTNTA peyaAuTtepn and grade 2. Me 8don ta

€vBapPUVTIKA autd aroTteA£opata, 6a peAetnOel

mola eival n owotn dldpkela xopnynong Tou dia-

AUpaTog Tou loU wOoTe va eriuteuxbouv Hakpdag

OlapKeLag avTamnokpioeLg.

*  £vag VEOG LUOoPIaKOG avaotoAgag Bdon yia au-
TOAoya-euBoAla evavtiov ToU Kapkivou
Melpapatikda dedopeva mapouctdotnkay aro T

XpPrion evog VEOU avaoToAEa TipwTeoowpatog (Bort-

ezomib, PS-341, proteasome inhibitor) rou 11dn €xet

ndpel fast-track status and 1o FDA pe ) popen
euBoAiou yla tn Beparteia Tou TIOANATIAOU HUEAW-
patog. O avaotoA£ag autdg UEAETNONKE OE Guv-
duaoud pe aktivoBoAia og TEPAUATIKA HOVTEAQ

{Wwv e YHETAOTATIKO KAPKIVO HaoTou, kal pAavnke

OTL prtopouce va eKAUEL AVOOOAOYIKEG ATAVTHOELG

IKAVEG VA HELWOOUV TNV augnomn TOoo Tou TPWTOo-

madoug Oykou 600 KAl TWV HETAOTATIKWY EVTOTI-

oewv. Ta BeauaTikd@ TIPOKALVIKA artoTteAEopata odrj-
ynoav oto oXedlaopd Kat Evapén KAWVIKNG LEAETNG
0g aoBevei§ e TIPOXWPNUEVO KAPKIVO TOU aoTouU.

vwpilete oTI...

e ..Mapatnpribnke onuavtikyy avénon twv Bavd-

TwV aroé kapkivo otnv EAAdda...

2Uupwva pe mpéopata otolxeia g Mayko-
ouag Opyavwong Yyeiag, ta teAeutaia 30 xpod-
via ol Bavatol and Kapkivo 01N Xwpa pag aun-
Bnkav katd 15.5%, evw oe AAAeg Xxwpeg ™G Eu-
pwraikig ‘Evwong, onwg n Mepuavia, MaAia, Ay-
YAia kat dwvAavdia mapouctdfouv TAon Ueiwong.
Atloonueiwto eival de 4Tt n avgnon nadvw arnd
50% kataypagetal, 1o dlo diaotnua, otoug Ba-
VATOUG ard CUYKEKPLUEVEG LOPPES KAPKiVOoU, OTIWG
KapKivog Tou TmiveUpova (augnon Bavdtwv kKatd
52.74%), tpaxfiiou untpag (52.67%) kat pactou
(53.27%). ZUppwva ertiong Ue ertionua otouxeia,
ol Woeg EAANvideg avw Twv 45 £TWv, ETIIOKETTO-
VTal TO YUVAalkoAdyo Toug k@Be 7.5 xpovial Mn-
nMw¢g Kdrowol oPpeidouv va dei€ouv TepLocOTEPN
TIPOOOXN OTI{ OTATIOTIKEG;

o ..0ev MPOoOBETEL KAIVIKO OPEAOG N XNUELOBe-
parteia uYnAwv O600swv OTOV UIKPOKUTTAPIKO
Kapkivo tou nveduova (SCLC)...

H opdda peA€Ing Kapkivou Tou mveupova ng
EORTC (Lung Cancer Group) mpoo@ata dnuooieuce
TA QAMOTEAEOUATA TUXALOTIONUEVNG MEAETNG @a-
ong lll oe aobeveiq pe SCLC (meploplopévn Kat
EKTETAUEVT VOOO0). 244 aoBeveig Tuxaloromienkav
va AdBouv eite oupBatikeq dooelg CDE (cyclophos-
phamide, doxorubicin, etoposide) eite UPnNAEQ evta-
TiKoToMueveg &doelg tou idlou cuvduaopou pe
TIPOPUACKTIKA] XOpriynon au&ntikou mapdayovta
AEUKWV alpoogatpiwv. Aev QpAvNnKe OTATIOTIKA ON-
MavTIKY] dlagopd o Kauia arod TIG TAapAUETPOUS
™G MEAETNG (OCUVOAIKY] avTarokplon, diaueon eril-
Biwon, 2-eg emBiwaon, eAelBepo vooou dIACTN-
pa). H to€kkdédTa, onwg avauevotav rjtav coBa-
POTEPY OTO OKEAOG TNG EVTATIKOTIOINUEVNG Bepa-
neiag. Ot epeuvnTég KataAnyouv OTL 1 au&non g
évraong g doong tou CDE katd 70% dev mpo-
opEPEL OPeNOG 0NV emBiwon, evw eival avaykaia
n dlevépyela petaavaluong Twv avaAoywv HeAe-
TV yia va d06ei Eekadbapn aravinon oTo epwIN-
pa g evratikoroinong g ddéong oto SCLC.

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

® .0 POAOG TNG akTivoBepareiag¢ LUeTA Ao ou-
VINEnNTIKY) ensuéaon kapkivou paotou eivai
ONUAVTIKOG aKOUa Kal Oc MTOAU UIKPOUS OYKOUG...

Ta anoTteA£opaTa Hiag MoAU ONUAVTLKNG HEAE-
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™™g Ttou National Surgical Adjuvant Breast and
Bowel Project (NSABP-B21 trial) dnuootedtnkav
npoopata. H peAétn autr apopouce To pdAo NG
OUUMANPWHATIKNAG akTivoBepareiag Kat TapogLpe-
vng oe aoBeveiq e Kapkivo pactol pe apvnTi-
KoUg Aeppadeveg Kal SLAPETPO OYKOU UIKPOTEPN
1 ion tou 1 ekatootou. O ouvduaopog aKTIVOBE-
parieiaq HETA OYKEKTOMY] Kal XOprynong Tauogl-
(PEVNG OUYKpiBnke pe TO kaBEva Xwplotd, doov
apopd TNV TPOANYN UMOTPOTHG OTO OUCTOLYO
HaoTO, oTovV GAAO HaOTO, KABWEG Kal ATIOPAKPU-
opévng vooou. 2uvoAika 1000 aoBeveig Ttuxalo-
mowmenkav oe €va amoé Ta Tpia OKEAN NG HEAE-
mg, Tapo&ipevn pévo, aktivobeparieia Kal place-
bo, aktivoBepareia kat tapo&ipevn. O cuvdua-
Oopég akTlvoBepareiag kat TAPOELPEVNG MTav o
TILO ATIOTEAECUATIKOG OTNV TIPOANYN UTIOTPOTING
oTov {dl0 paoto, n Xopriynon Tapo&lpevng rtav
AlyOTEPO QMOTEAEOUATIK amd TNV aktvobepa-
neia otnv MPOANYN UMOTPOTG OToV Blo HaoTo,
OUWG NTav arMOTEAECUATIKOTEPT (UE 1} XWPIG aKTL-
voBeparieia) otnv TPOANYN €UPAVIONG KApKivou
OTovV GAAO paoTd, evw dev urmpxav OlapopEg
avapeoa otig TPeLg opnddeg 6oov apopd TNV mpPod-
ANWn anopakpuopevng vooou. Ot epeUVNTEG Ka-
TaArjyouv OTL n Xprion akTwvoBepareiaq pe 1§ Xw-
piq Tapo&lpevn PeTd amd ouvTneENTIKY enERBaon
pHaoTtou o€ yuvaikeg e Kapkivo paotou oo By -
KpOTEPO TOU 1 K. €ival AMOTEAEOUATIKY) OTNV
TIPOANYN TOTIKWV UTIOTPOTIWV Kal OTL Ta arnoTe-
Aéopata TG Tapouong MEAEING Ba mpEnel va
AauBdavovtat urtdyn oTo oxedlaoud BeparneuTikWwV
Tpooeyyiocewv oe aoBeveiq ue apvnTIKoUg Aepgpa-
0€veq Kal UIKpoug GykKoug.

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

e ..n arotuxia ¢ @Aoutauidng oe aobevels e
Kapkivo Tou rpootdtn uropel va opeidetal o
evepyortoinon ¢ odou Tou emtdepuoeldly au-
&ntikou rapdyovta (EGF)...

MNpdopatn €peuva avedel&e pia mbavn eEryn-
on ylwa tnv anotuyia Bepareiag pe aviiavdpoyo-
va oe Kapkivo Tou TPooTdtn. e BloYIKG UAIKO
avadeixOnke OTL N PAoUTaUidN eKTOG amd avTiav-
dpoydvo, €xel dpaon evepyorointh NG odou g
MAP kwvaong, mou cuvdeeTal e algnon Tou GykKou.
"Etol oe kKUTTOpA Kapkivou mpootdtn rou dev €Xouv
Tov urodoxea avdpoyovwy, n GAoUTauidn evep-
yortole{ v 086 g MAP kwvdong, kat auti n
gvepyoroinon priopel va avaotaAei péow dlako-
Q¢ Tou onuatog tou unodoxea EGF. Me 8don ta

dedopéva autq, eival iBavé n BepamneuTiky) oTpa-
YK Qg avtiavdpoyovikrg Bepareiag va Xpeld-
{eTal Tpororoinon 1] evioxuon He avaoToAeiq Tou
urodoxea EGF.

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

* ...0 Kapkivo¢ Tou paotou “caavilel” To p27
aré Tov KUTTAPIKO Tuprjva...

Ta meploodtepa amnod ta yovidla mou eAEyxouv
TOV KUTTAPIKO KUKAO eival peTaAAaypeva oe veo-
nAaoieg, pepIkd ard autd apkeTd ouxvd, e YVw-
otétepa ta k-ras kat p53. Mia YxapaktnploTikn
e&aipeon eival To p27, To omoio eival €vag eEap-
TWOPeVOG and KUkAivn avagtoAgag Kivdong (cdk?2),
avaoTOAEQG TOU KUTTAPIKOU KUKAou. H mpwTeivn
kivaon Akt eival €va and ta 8acikd popla o KUT-
TAPIKEG 0DOUG OXETICOUEVESG HE TNV OYKOYEVEQDN,
pe artotéAeopa ouxvd va Bpioketal evepyorioln-
MEVN o TIOAAEQ LoPPESG Kapkivou. Tpelg ave&dp-
™TEG AAAG CUUTANPWUATIKEG HETAEU TOUG £PEU-
VNTIKEG UEAETEG dnpooicucav Tipdopata ta aro-
TeAéopatd toug 6oov agopd tn dpdon Ing evep-
yortonpévng npwteivng Akt otnv “anayodpeuon’
mg €l00dou Tou p27 otov Twpriva. Kat ot Tpelg
EPEUVNTIKEG OUAdEG Ypnoluoroinoav dLagopous
TpdMoug evepyoroinong Ing mpwteivng Akt yia
va Oei€ouv 1O b0 amotéAeopa. Na mapddetyua,
artevepyoroinon ™g npwteivng Akt péow Tou
avtaywviotr) Tou HER2 Herceptin, erutpenel v
ETOTPOPY] TOU P27 OTOV TUPNVA Kal AvVAOTOAY)
™G cdk2. XaunAd emineda p27 eivalt yvwotd o1l
ouvdEovTal Pe ETIOETIKOTNTA OYKWV Kal PTWYN
emBiwon Twv acbevwyv. Avaluovtag 128 deiyua-
Ta aoBevwyv pe Kapkivo paotou, gavnke 4Tl ol
aoBeveiq pe Ta uPnAd enineda p27 Kai Loxupn
evOOTIUPNVIKY] evTOToN eixav Ta upnAdtepa ro-
000TA emiBiwong, oe avtibeon Pe auteg Pe Xaun-
A4 emineda Kal KUTTAPOTIAQCUATIKY) EVTOTIION TOU
p27. Téco oTI acBeveig pe uPnAd 600 Kail oe
QUTEQ pe XaunAd emineda p27 n KUTTAPOTIAAoUa-
TIKY] eVvTOMION Tou p27 TAVIA CUCXETILOTAvV WE
PpTwyN emBiwon. Ta dedopéva aUTWV TwWV HPEAE-
TWV €XOUV ONUAVTIKEG TIPOEKTACELS Yl TO POAO
Tou p27 otnv TPOANYn vooou Kal €kBaon Bepa-
newyv. To p27 prnopei va unv ival €va oykokata-
OTAATIKO Yovidlo, qaivetar Spwg OTL eivat pia
OYKOKQATAOTAATIKY] TIPWTE(V™N. A0 MAeUpAg avTl-
KOAPKLVIKWV Beparelwv 1 dlagopd peta&u tTwv duo
elval oAU onuavtikn. Eve eivar e€alpetika du-
OKoAo va dlopBwoel Kaveiq TN Aettoupyia evog
TtaBoAoylkou oykokataoTaATikou yovidiou, ¢paive-
Tal 0Tl elval ePIKTO enavopBwoel Kavei§ Gapua-



160 Brma KainkHs Orkonorias Topog 1, Teuxog 2, Ampikiog - ZemtépBplog 2002

KoAoylka Tn Aettoupyia piag “AdBog” tomoBetn-
MEVNG p27 OYKOKATAOTAATIKNG Tpwteivng. Ot
MEAETEG QUTEG £pYOVTAL va EVIOXUOOUV TT YVWON
yla 10 onuavtiké poAo mou maifel To p27 otn
veorAaocia, va avadei&ouv tnv mbavr| MpoyvwoTl-
K1} Tou onuacia kat va avayvwpioouv tnv 080 g
npwteivng Akt cav €va mBavo 0TdX0 avTi-KAapKL-
VIKQV Beparnelwv.

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

Shin 1., et al. Nature Med 2002; 8: 1145-1152

Lian J., et al. Nature Med 2002; 8: 1153-1160
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Website: www.esmo.org
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ruary, 2003
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1. EIAH EPTAZIQN

Zto “BHMA KAINIKHY OT'KOAOTIAY” yivovtar de-
KTEG 1mpog npooicuor epyaoie pe Bépata oyroAoyikoy ev-
d1agpépovtog umd Tr pope:

Avaokonijoewv and Tpelg To moAT oUyypageic ka1 oe
éxtaon mou va pn Semepvd tig 28 Saktuloypagnpéveg oe-
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Ilpwrotvnwv epyaoiav Baoikig 1 KAVIKIG €peuvag
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epyaoieg mou ev Katatdooovtal oe dAAn Katnyopia epya-
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I'pdppara avayvworov, éktaong 2-3 oeAibwv Simhod
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KGTepeg yVAle, 0UVTOpES Tapatnproelc, mpGdpopa amote-
Aéopata oe ouvtopia KA1 Av agopolGv kpioeig dnpocieu-
pévne epyaoiac, tiBevtal undyn Tou ouyypagEa TG epya-
ofag, movU pmopel va amavtyoel.

2. AAAEY [IAHPO®OPIEX

¢ H yAdooa tov epyaoicv efvar 1y EAAgviky. H Zuvraku-
k1] Emtpony Siatnpef to Sikaimpa va amodéyetar epya-
ofeq otnv AyyAiky yAdooa, e@” 6oov udpyel amoxpv
Adyog (rwy. Eevoydwooog ouyypagéac, k.d.).

¢ H Zuvraktiky Emtponr amodéyetan mpo- 1j péa-Gnpo-
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Hopor ouvtopwv avagopwv (short reports) 1] ektetapé-
vov mepiAfjpemv, 0T1g omoieg Ba avagpépovral mep1Anmti-
KQ¢ (néyp1 8 oeibeg 61mAod Siaotipatog) o1 facikoi otd-
%01, T0 UAIKG, 01 pébobol, ta amoteAéopata Ka1 1) ouli-
o1 TN¢ epyaciag. Ltig péta-dnpooiedoeig Ba avagpépe-
T UTIOXPEMTIKWCE 0Ty 0eAiba tou titdou to mepiobikd
TI0U TIP®TO0NI00IEYTIKE 1) TIPWTGTUIIN epyaoia.

o Edv 1 epyaoia éye1 avaxorvmbel mpogopird 1 €ye1 Snpo-

oweutel o mepiAnyn (m.y. mpaktikd ouvedpinv), autd
utoonpeldvetal oty oeAida tou titdou.

¢ 01 avagepdpeveg ouoieg mpémel va avaypdgovtal pe T
KOIvOYp1 0Ty ovopaoia 1 To XnuKG 6vopda.

¢ H Zgvraly tou mepiodikot Bewmpel Sedopévo, 611 1) epya-
ofa efval oe yvaor ka1 €xel TV €YKp1on 6Ad@V 1oV OUY-
YPaQEV Kal tou 81euBuvTol Tou Tpijpatog and To omoio
IPOEPYETAL.

¢ 01 epyaoieq umoPdAdovtar Saxtuloypagnpéveg oe 61-
A6 S1dotypa oe tpia (3) aveituma kai oe S10kéta 3,51.
Amnootéddovtal tayudpopirag oty Siedbuvon: mpog
Etaipeia IlaBodéynv Oyroddywv EXAdSoc, (uméyn
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To yewpdypago mpémer va xel:

1. ZeAiSa vithou, pe tov titdo Tng epyaoiac, ta ovipata
TV OUYYPAQEDV Kal 0 UTIooNPeinon to TPpa ang to
omoio mpoépyetal, vr Béon 1 Tov avdtepo aradnpaikrd
titdo kdbe ouyypagéa ka1 TUXGv umoonpeinon yia to
edv 1 epyaoia €xer avarovwBel 1 €xer dnpooieutel oe
mepiAnyn addot 1 (e’ doov efval péta-dnpooieuon) €yel
npwtodnpooieutel oe dAAo mep1081kd (PAme mapamndvem).
Na onpeidverar o vneiBuvog tng adAndoypagiog Kai 1)
d1etBuvon tou, tnAépava, fax ka1 e-mail (av undpyouv).

2. Zehida mepiAnyng ota eAAnvikd pe tig Ageig eupetnpiou
(key words).

3. Ze)iba mepiAnyng ota ayyAikd pe tig Ageig eupetnpiou
(key words) ota ayyAikd.

4, To kefpevo g epyaciag pe katdAAndo ywpiopd oe &id-

@opa KepdAaia.

5. Biplioypagia pe to oGotyua Vancouver: O katdloyog
dev eivar ad@apnrikde aldd pe tn oe1pd moU 01 aparo-
Jméc eupiokovTal 0To Kefjevo. Xto Kefjlevo avapépoval
1€ tov ap1Bpd tou KataAdyou Kal 61 e To GVOpa TOU
ouyypagéa. ['a dpBpa nep1061K @V, Ta eNGVULA TOV OUY-
Ypa@gnv (pe ta apyikd yopic tedefeg), ypdpovral peypl
kai tpia - va emmAéov ypdgovtal et al 1 k.d. o titAog
tou dpbpou, to mep1081kG ypappévo pe tr Siebvi pop-
@1} ouvtpnong omwe oto Index Medicus, n xpovoloyia,



0 ap16ude Topov Kal 1) mpaytn Kal tedeutaia ogAiba tou
apBpov. (m.y. Smith A: Intestinal bleeding. JAMA 1988,
215:101 - 103). I'a povoypagia, to Gvopa, o tithog, 0
£kd3TN¢ 0 Tomog Ka1 To £t0¢ €kboong (.. Smith A: In-
testinal bleeding. Saunders Co, London. 1988). T'a xe-
@dAaio BipAiou, ta ovépata, o titAog tou kepadaiou, o
titAog tou PifAiou, o dievbuviig ouviagng (editor), o
ekdaTNC, 0 ToTOg Ka To £€10¢ £Kboong (Y. Smith A: In-
testinal bleeding. In: Practice of Surgery, H. Kim, ed,
Saunders Co, London 1988). O1 BifAioypagikée mapa-
nopmeg Ba mpémel va pmopolv va eAeyyBolv amd tov Kpi-
T a1 - Kuping - amd tov avayvdoty. Etol, edv n fi-
Blioypagiry avagopd supioretal oe dpBpo, PifAio k.-
\.m. mou 8ev oupPouledBnxke dpeca o ouyypagéag aAAd
ava@épetal adAod, 161aitepa yia maAid 1 Suoeipeta oTo1-
xeia, tdte Sev avaypdgetar oav Egxwpioty avagopd d1o-
yr@vovtag dokoma ka1 texvytd to PifAioypagikd mi-
vaka, ahdd amoSibetan oto otoiyeio mou dueoa peAéty-
oe 0 ouyypagéag (m.y. "o Crohn to 1932 avépepelQ" -
omou 10 efvar to dpBpo tou Smith mou mpdypati oup-
Boudedtnke o ouyypagéac). Idiaitepn ovotaon yiveta
y1a tn Ypnoipomoinon kai tne eAAnvikrc fifAioypagiog

10U efvai 1§01 apxetd mhodoia.

6. ITivakee ka1 oxrfpata oe Sexmpioty oeAida to kabéva, oe

tpia avituma, pe Siaboyiky apibunon xa1 oGvtopn eme-
&iynon. Ilivakee Saxtuloypagnpévor oe SimAg Gidotn-
Ha Xopic S1aXwp10TIKES Ypappée, OXIjiata e 1VIKI je-
Advy.

7. Q®wtoypagiee kalrjg moidtntag oe ot1Amve xapti. Iliowm

and T pwtoypagia onpeidvetal pe paAakG poddp Bé-
Mog mou Sefyvel to mdve pépog Kat o atémv apiBude xal
0¢ QUTOKOAANTO TO OVOPATA TV OUYYPAPEWV TNG p-
yaoiag. Ze Eexwpioty oeAida, ypdpovtal o1 vmdtitAol
TOV QOTOYPAP1aV, to péyebog Tov omoimy oTnv Tediki
eKTUTIO0T avijkel otnv Kpion tou unedBuvou €kboonge.
Inpeidvetal 6t1, Katd ty Snpooicuon eotoypapiag
aoBevotc, Ba mpéme1 va dapPdvetar pépipva dote va pnv
amokoAyTTETAl 1) TAUTETHTA TOU atdpou. To ovopate-
HOVUL0 og Kappia mepimtwor dev mpémer va avaypdpe-
tan (Y. o akTIvoypagiee, K.A.IL), eved aTig 61j1001€U6-
Heveg Qwtoypagieg n amdy emkdAuyn twv 0@Badpcdv
dev amotedel emapry Siapudaln tne avovupiog tou ei-
KOV1{GlEVOU TIPOORIIOU.





