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FPAMMA ~YNTA=HX

KpIThpiwv Kpion

AupBoAieg yla tnv arnoteAeopatikdtnTa TG Bepaneiag oe aobeveiq pe PeETAOTATIKO KAPKivo
orou 1o duvaulkd eEEAENG TG vooou BpiokeTal oe dleAkuoTivda AETTNG looppoTtiag pe Bepareu-
TIKEG TapepBaoelg oxvou Bepareutikou deiktn TaAaviCouv oe KaBnueptvr] Baon Tnv OKEY”N Tou
KALVIKOU oykoAGyou. Ot idleg mdaAL au@iBoAieg, evioxUouv Tnv mpoomadela tng €peuvag yla mpooe-
KTIK] a€loAGYNOoN veDTEPWY Bepanelwv WoTe va un Xabei To TIOAUTILO Kal va PV UmepeKTIUNOei
TO QVETIOPKEG.

H BeparmeuTikr] amOTEAEOUATIKOTNTA KUTTAPOTOEIKWV PAPHAKWY OTOUG ouurayei§ 0ykoug €iOi-
OTal va eKTWATAL e TUTIOTIONUEVA KPLTNPLA aVTATIOKPLoONG TIOU XPNOLUOTIOIoUVTAL KUPIWG 0E KALVL-
KEQ DOKIPEG vEWV Beparelwv. Ta Kpttripla a&loAdynong tng dpacTiKOINTAG avTIKAPKLVIKWV Bepa-
nelv eEeAixbnkav tnv TeAeuTaia MEVINKOVTAETIA O OUVAPTNON e TNV €EEAIEN TWV ATIEIKOVLIOTL-
KWV HEBOdWV AAAG Kal NG YvVwong ToUu KapKkivou o KAWVIKO Kal poplakod eminedo. Tnv apyIkn
UTIOKEIMEVIKOTNTA TWV EKTIHACEWV dladExBnkav nv dekaetia Tou '70 Ta TUTOINUEVA KPLTAPLO
dlodlactatng aloAdynong evw TeAeutaia rpoteiveTal ) povodidotatn agloAoynon. Baolkeg apxeg
0e KaBe TePIMTwon aroteAouv n TEPLODIKY) KATA TNV dlapkela aAAd Kat HETA TNV OAOKATPWON NG
Beparteiag a&loAdynon Tou peyeBoug OyKwv Kat n emiBeBaiwon Twv eKTIUOEWV arod aveg&aptntn
opdda eldkwv. AAAEG TIAPAUETPOL TIOU XPNOLYOTIOUVTAL YId TNV TEKUNPIWon NG BEPATIEUTIKNG
anoteAeopaTikOTNTAg €ival n didpkela dlatrpnong Ing avIarnokplong Kat o Xpovog Mapapoviig Ing
vooou o pAon Ugpeong 1 oTacluoTNTag.

Me tnv eicodo otn BeparmeuTikr) TNG OYKOAOYiag VEWV BLOAOYIKWV QAPUAKWY HOPLOKAG OTOXEU-
ong dlapdvnke n avaykn pag evdexopeva veag POooEYyLonNg OTNV EKTIUNON NG AMOTEAECUATIKO-
NTag NG QVIIKAPKLVIKNG Beparteiag. Tpeig peA€teg mou dnuootedovtal oe autd To TeUx0og Kal TIou
TIPOEPYOVTAL Kal oL TPEiq and dlapopeTIKA OYKOAOYIKA KEVTIPA NG Kpnrtng peTapEpouv Tov idlo
AETITO TIPOBANUATIONO. ATIEVAVTL OTNV €UBAdOVOUETPIKT 1] DIACTACIOUETPIKTY) TIPOCEYYLON TIpoTEivE-
Tat n a§loAdynon G mapexOuevng moldtntag (wng, ™G dLAPKELAG KATAOTOANG €EEMENG TNQ
vOoou Kat onwodnrote TG emBiwong. To Aueoa eKTIUNOWO BLOAOYIKO (ALVOUEVO PIKVWONG TWV
oykwv a&ifel va fuyiletal wg TPOG TO OUCLAOTIKO Yla TOV APPWOTO KALVIKG OQPEAOG.

EudyyeAog MnpiacouAng
AieuBuvtig 20vtagng




ANAZZKOINHZEIX

Surgery for Colorectal Liver Metastases: a Medical

Oncologist’s Perspective

D. Papamichael

MNEPIAHWH

H XEPOUPYIKY) EKTOWN] ATIOTEAEl TNV TIO ATOTEASOUATIKY) Oepareia Twv NMATIKWY HETAOTA-
ocwV arod KOAO-0pBIKO Kapkivo. QOTO0O0 HOVO €va WIKPO TIOC00TO aoBevwyv HE UETACTATIKN
véoo propouv va utoBAnBouv ce tETola enépBaon. Kawvoupyleg TEXVIKEG €XOUV KATAOTNOEL
TETOlEG EMEUBACELS TIIO AOPAAE(G, Ue amMOTEAEOUA va UTIApXeL Ta TeAeutaia Xpdvia pia peydan
auénon otov apBud Toug. Ev toutolg, n mAslovétnTa Twv acBevwy cuveyilel va unotporidet.
Kawvoupylot ouvduaopol XnUeloBepameuTiKwy OXNUATWY Ta oroia Xpernoilorotlouvtal oav eril-
KOUPLKY] 1] VEO-ETIKOUPLKY] Beparteia urtdoyovtal TIOAAA. H xprion Ttoug uropei va arodelyOei
OKOA TIO ONUAVTIKY) 0g acBeveig oL oroiol apylka €xouv aveyxeipntn voco. BAua KAIVIKAG

OykoMoyiag 2002, 1 (4):180-185.

Background

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

Address for correspondence: D Papamichael MRCP,
Department of Medical Oncology, B.O. Cyprus Oncolo-
gy Centre 32 Acropoleos Ave., Strovolos 2006, Nicos-
ia CYPRUS

Tel: 00357 2 841400, Fax: 00357 2 511870

e mail: demetris.papamichael@bococ.org.cy

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

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

Liver resection

The liver is a parenchymal organ richly en-
dowed with a blood supply. For this reason it was
in the past regarded as a surgical “no go” area
and resection was performed relatively infrequently
up to the 1960s. In fact, the first right lobectomy
was performed in 1952 by Lortat-Jacob for this
indication. It was often an operation involving sig-
nificant blood loss and therefore attended by not
inconsiderable morbidity and quite often mortality.
As it is easily possible to occlude the blood inflow
to the liver by clamping the portal vein and hepat-
ic artery, it is clear that much of the bleeding
associated with the operation came from the he-
patic veins which were less easy to control. A
number of factors have brought about the im-
provement in the quality of liver surgery in recent
years. Firstly, it is now more widely understood
that the liver has a segmental structure with 8
segments which have their own identifiable portal
venous and hepatic arterial supply, bile duct and
hepatic vein'4. (Fig 1) All of these segments can
be removed individually, although in some cases,
such as segment VIl this can be a little difficult.
The technology has also improved greatly. Virtu-
ally all liver surgeons use ultrasound parenchymal
dissection and argon diathermy routinely. The ul-
trasound dissector allows the liver parenchyma to
be aspirated leaving the fibrous structure, includ-
ing the blood vessels, intact. The argon diathermy
allows the argon gas plasma to be sprayed on
these structures coagulating them and this device
will seal holes on the side of veins. Lastly, and
possibly most important, as the bleeding during
the parenchymal dissection comes from the he-
patic veins anaesthetic techniques have been
developed to lower the patients central venous

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

pressure with dramatic effect on the bleeding. In
previous years anaesthetists tended to fill patients
pre-emptively with blood and other fluids in the
anticipation of massive losses. This raised the
central venous pressure and established a vicious
circle of bleeding and transfusion, which nowa-
days is seldom seen. Presently, for a routine ma-
jor liver resection, blood losses in the region of a
few 100ml should be the norm with no necessity
for blood transfusion'®. These technical advances
have had a marked effect on morbidity and mor-
tality. Peri-operative mortality is now very rare, in
the region of 2%.7-1316-18 This is approximately
half of the mortality rate associated with the actu-
al colonic resection which is in the region of about
5% overall?. Mortality, when it occurs, is usually
as a result of co-morbidity, with liver insufficiency
as being the second most common cause of death.
Post-operative morbidity is still present with bil-
iary complications being most common?-13.16-18,
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Outcome of surgical treatment

So if liver resection can be safely carried out,
how does this help? The benefit of surgical resec-
tion of liver metastases has not been demonstrat-
ed by any randomised trial. Indeed such a ftrial
would be impossible to conduct nowadays on eth-
ical grounds alone. A large number of substantial
prospective’'® and retrospective'6-'® case series
consistently show 5-year survivals following liver
resection to be in the region of 25-50% depend-
ing on selection criteria. Recurrence after 5 years
is very unusual so the vast majority of patients
who survive 5 years are likely to be cured of the
disease. On the other hand, there are very few
survivors at 5 years in un-resected patients pro-
viding historical ‘controls’. It is sometimes sug-
gested that patients with liver metastases that
are suitable for operation are a self-selected good
prognostic group, in that they have well circum-
scribed and less aggressive disease. This may be
partly true. Patients identified in historic series
who fulfilled the criteria for liver resection but on
whom the surgery was not performed, faired bet-
ter than the average patient with metastatic dis-
ease in terms of the median survival'?.

Selection of patients for operation

Which patients benefit from resection can, to
some extent, be determined from the published
series’-316-18 However, the indications for resec-
tion are changing to include patients previously
thought unlikely candidates. Additionally, neoadju-
vant chemotherapy may be impacting upon this
by extending the scope of surgery and this will be
discussed further below. To benefit from liver re-
section patients should, in general, have circum-
scribed hepatic disease. Traditionally this has been
interpreted as being 4 metastases or less but
there is little evidence that the number of me-
tastases is of great importance as long as they
can all be removed. In order for patients to sur-
vive, at least 2 segments of liver, preferably in
continuity, should be preserved. Studies show that
incomplete resection has little, if any, impact on
survival 2, At present, the consensus is that pa-
tients with extra hepatic disease should not be
treated surgically unless it can be radically re-
sected, for instance a lung metastasis'™. The po-
sition of metastatic disease may also be impor-
tant. Involvement of all three hepatic veins or the
portal vascular structures bilaterally is at present

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

Prognostic factors

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

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

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

Chemotherapy

For quite some time, chemotherapy for ad-
vanced/metastatic colorectal cancer was consid-
ered of little or no benefit to the patient, and was
quite often given so as to ‘do something’ with
regards to treatment. However, over the last de-
cade or so, things have changed dramatically. Clin-
ical trials have shown that chemotherapy is better
than best supportive care alone in terms of sur-
vival and quality of life, particularly if given before
patients become symptomatic?'-24, Chemotherapy
used alone to treat metastatic colorectal cancer
patients does not result in cure; however, median
survival for this group of patients has increased
from less than a year in untreated patients, to 18
months and beyond in the most recently reported
randomised trials incorporating newer agents-28,
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5-fluorouracil, usually modulated by folinic acid
has been the mainstay of treatment for advanced
colorectal cancer and with such regimens the
median survival is in the region of 12 months®.
Biochemical modulation and new administration
schedules have occasionally led to improved re-
sponse rates and a more favourable side-effect
profile, but have not really had a significant im-
pact on survival?®2°, Several new drugs have now
become available and are in various stages of
development. In 2000, two large, prospective ran-
domised clinical trials demonstrated that the addi-
tion of irinotecan to a regimen of either bolus or
infusional 5-FU with leucovorin increased the sur-
vival of patients with advanced colorectal cancer
2728 Almost simultaneously, results of two other
randomised clinical trials investigating the role of
adding oxaliplatin to a standard or chronomodu-
lated 5-FU regimen versus the same regimen alone
in the same setting became available 2526, Al-
though treatment with the oxaliplatin based regi-
mens resulted in higher response rates and long-
er time to treatment failure, overall survival was
not significantly different. The issue of using sur-
vival as an endpoint in such trials is complex and
as yet unresolved, since it is often confounded by
subsequent treatment changes following disease
progression.

Improving the outcome of surgical treatment

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

One approach is to administer chemotherapy
adjuvantly, ie after the resection. Hepatic artery
infusion (HAI) either alone or in combination with
systemic chemotherapy has been tried with vary-
ing success so far'®3'32 | orenz and colleagues
used HAI with 5-fluorouracil and folinic acid but
no systemic therapy; there was no benefit over
surgery alone, although patients receiving chemo-
therapy experienced significant toxicity®!. The other
two studies’®32 compared HAI plus systemic 5-
fluorouracil and leucovorin to the same systemic

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

Investigators have also evaluated the place of
neo-adjuvant chemotherapy in patients felt to be
conventionally inoperable. In general they have
used a combination of 5FU-folinic acid and oxali-
platin, sometimes chronomodulated®®. Such a reg-
imen is attractive since it has consistently achieved
response rates of around 50%, with a median
time to response of about 8 weeks?52¢. The re-
sults suggest that a significant percentage of pa-
tients with so called inoperable disease become
operable and the outlook after surgical treatment
in these patients compares well with conventional
surgical series. It is interesting and somewhat
perplexing that the National Institute of Clinical
Excellence (NICE) in the United Kingdom has ap-
proved the use of oxaliplatin in combination with
5-fluorouracil as first line treatment ‘in patients
with metastases that are confined solely to the
liver and may become resectable (down-staged)
following treatment’. At the same time, NICE did
not approve either irinotecan or oxaliplatin for first
line use in advanced colorectal cancer ‘on the
balance of clinical and cost-effectiveness’. The
problem in evaluating such patients is the defini-
tion of inoperable. It is clear that many, but not all,
of the patients described in these series would be
considered conventionally operable by some but
not other liver surgeons. It seems a logical and
promising approach however, that may extend the
role of resectional surgery.

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

Conclusion

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

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

ABSTRACT

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

Perspective

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

REFERENCES

1. Cunningham D, Findlay M. The chemotherapy of
colon cancer can no longer be ignored. Eur J
Cancer 1993; 29A(15):2077-2079

2. Wessex Colorectal Cancer Audit: Final report, 5
year outcomes. South and West Cancer Intelli-
gence Unit, 2000

3. Cromheeke M, de Jong KP, Hoekstra. Current
treatment for colorectal cancer metastatic to
the liver. Eur J Surg Oncol 1999; 25: 451-63.

4. Simmonds PC. Palliative chemotherapy for ad-
vanced colorectal cancer: systematic review and
meta-analysis. Colorectal cancer Collaborative
Group. Br Med J 2000; 321; 521-2

5. Stangl R, Altendorf-Hofmann A, Charnley RM,
Scheele J. Factors influencing the natural histo-
ry of colorectal liver metastases. Lancet 1994;
343; 1405-1410.

6. Sugarbaker PH. Metastatic inefficiency: the sci-
entific basis for resection of liver metastases
from colorectal cancer. J Surg Oncol Suppl 1993;
3: 158-60.

7. Beckurts KT, Holscher AH, Thorban S, Bollsch-

weiler E, Siewert JR. Significance of lymph node
involvement at the hepatic hilum in the resec-
tion of colorectal liver metastases. Br J Surg
1997; 84:1081-4

8. Ohlsson B. Stenrarn U, Tranberg KG. Resection
of colorectal liver metastases: 25-year experi-
ence. World J Surg 1998; 22:268-76

9. Rees M, Plant G, Bygrave S. Late results justify
resection for multiple hepatic metastases from
colorectal cancer. Br J Surg 1997; 84: 136-40.

10. Kemeny N, Huang Y, Cohen AM et al. Hepatic
arterial infusion of chemotherapy after resec-
tion of hepatic metastases from colorectal can-
cer. N Engl J Med 1999; 341:2039-48. 7

11. Scheele J, Stang R, Altendorf Hofinaun A, Paul
M. Resection of colorectal liver metastases. World
J Surg 1995; 19:59-71.

12. Scheele J, Stangl R, Altendorf Hofmann A. He-
patic metastases from colorectal carcinoma:
impact of surgical resection on the natural his-
tory. Br J Surg 1990; 77:1241-6.

13. Steele G Jr, Bleday R, Mayer RJ, Lindblad A,
Petrelli N, Weaver D. A prospective evaluation



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

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

of hepatic resection for colorectal carcinoma
metastases to the liver: Gastrointestinal Tumor
Study Group Protocol 6584 J Clin Oncol 1991;
9:1 105-12.

Couinaud C. Liver anatomy: portal (and supra-
hepatic) or biliary segmentation. Dig Surg 1999;
16: 459-67.

Rees M, Plant G, Wells J, Bygrave S. One hun-
dred and fifty hepatic resections: evolution of
technique towards bloodless surgery. Br J Surg
1996; 83 :1526-9.

Fong Y, Fortner J, Sun RL, Brennan MF, Blum-
gart LH. Clinical score for predicting recurrence
after hepatic resection for metastatic colorectal
cancer: analysis of 1001 consecutive cases. Ann
Surg 1999; 230: 309-18

Hughes K. Scheele J. Sugarbaker PH. Surgery
for colorectal cancer metastatic to the liver. Op-
timizing the results of treatment. Surg Clin North
Amn 1989; 69:33 9-59.

Nordlinger B, Guiguet M, Vaillant JC et al. Surgi-
cal resection of colorectal carcinoma metastas-
es to the liver. A prognostic scoring system to
improve case selection, based on 1568 patients.
Association Francaise de Chirurgie. Cancer 1996;
77:1254-62.

van Halteren HK, van Geel AN, Hart AA, Zoet-
mulder FA. Pulmonary resection for metastases
of colorectal origin. Chest 1995; 107:1526-31
Bismuth H, Adam R, Levi F, Farbos C, Waechter
F, Castaing D, Majno P, Engerran L. Resection of
non-resectable liver metastases from colorectal
cancer after neoadjuvant chemotherapy. Ann Surg
1996; 224:509-20

Allen-Mersh TG, Earlam S, Fordy C et al. Qual-
ity of life and survival with continuous hepatic
artery floxuridine infusion for colorectal liver me-
tastases. Lancet 1994; 344:1255-1260.
Glimelius B, Hoffman K, Graf W. et al. Cost-
effectiveness of palliative chemotherapy in ad-
vanced gastrointestinal cancer. Ann Oncol 1995;
6:267-274.

Nordic Gastrointestinal Tumour Adjuvant Thera-
py Group. Expectancy or primary chemotherapy
in patients with advanced asymptomatic colorec-
tal cancer: a randomized trial. J Clin Oncol 1992;
10: 904-911.

Scheithauer W, Rosen H, Kornek G-V et al. Ran-
domised comparison of combination chemother-
apy plus supportive care with supportive care
alone in patients with metastatic colorectal can-

25.

26.

27.

28.

20.

30.

31.

32.

33.

185

cer. Br Med J 1993; 306:752-755.

De Gramont A, Figer A, Seymour M, et al. Leu-
covorin and fluorouracil with or without oxalipl-
atin as first-line treatment in advanced colorec-
tal cancer. J Clin Oncol 2000;18:2938-47
Giacchetti S, Perpoint B, Zidani R, Le Bail N,
Faggiuolo R, Focan C, Chollet P, Llory JF, Le-
tourneau Y, Coudert B, Berthaut-Cvitkovic F, Ler-
regain-Fournier D, Le Rol A, Walter S, Adam R,
Misset JL, Levi F. Phase Ill multicenter randomised
trial of oxaliplatin added to chronomodulated flu-
orouracil-leucovorin as first-line treatment of met-
astatic colorectal cancer. J Clin Oncol
2000;18:136-147

Douillard JY, Cunningham D, Roth AD, et al. Irino-
tecan combined with fluorouracil compared with
fluorouracil alone as first-line treatment for met-
astatic colorectal cancer: a multicentre ran-
domised trial. Lancet 2000;355:1041-

Saltz LB, Cox JV, Blanke C, Rosen LS, Fehren-
bacher L, Moore MJ, Maroun JA, Ackland SP,
Locker PK, Pirotta N, Elfring GL, Miller LL. Irino-
tecan plus fluorouracil and leucovorin for meta-
static colorectal cancer. Irinotecan Study Group.
N Engl J Med 2000; 343(13):905-914

The Advanced Colorectal Meta-analysis Project.
Meta-analysis of randomized trials testing the
biochemical modulation of fluorouracil by meth-
otrexate in metastatic colorectal cancer. J Clin
Oncol 1994; 12:960-969.

The Meta-analysis Group in Cancer. Efficacy of
intravenous continuous infusion of fluorouracil
compared with bolus administration in advanced
colorectal cancer. J Clin Oncol 1998; 16: 301-
308.

Lorenz M, Muller HH, Schramm H et al. Ran-
domized trial of surgery versus surgery followed
by adjuvant hepatic arterial infusion with 5-fluo-
rouracil and folinic acid for liver metastases of
colorectal cancer. Ann Surg 1998;228:756-762
Kemeny MM, Sudeshna A, Gray B et al. Com-
bined modality treatment for resectable meta-
static colorectal carcinoma to the liver: Surgical
resection of hepatic metastases in combination
with continuous infusion of chemotherapy-An in-
tergroup study. J Clin Oncol 2002;20:1499-1505
Adam R, Avisar E, Ariche A, Giacchetti S, Azou-
lay D, Kunstlinger F, Levi F, Bismuth F. Five-year
survival following hepatic resection after neo-
adjuvant therapy for non-resectable colorectal
cancer. Ann Surg Oncol 2001; 8: 347-353



ANAZZKOINHZEIX

AvTigeTWMON TOU peAavwparog otadiou IV

A. MrragaAoukog?, I1. kouBepng?

MEPIAHWH
H npdéyvwon yla acBeveiq pe HETAOTATIKO MeEAAvwpa (vooog otadiou V) mapapevel TIOAU
nTwyN. AcBeveiq pe peAdvwpa otadiou IV €xouv péon emBiwon 6 wg 9 urveg, Ue Mocootd
TevTaeTouq emBiwong, povo 1% wg 2%. YroAoyiletal 6Tt 7.800 Apepikavoi Ba eBavouv and
peAdvwpa to 2001. MoAAol and toug acbeveiq autoug eival veol (ueon nAkia, repirou 50 €1n)
Kal Katd Ta aAAa uylei§. Qg ek TouTou, N AMWAELd TOUG OUVIOTA KOWVWVIKY e€miBdpuvon Tou
urepBaivel autév kKabBeautdv tov aplBud Bavatwv. Mpdyuaty, av Kat 1o peAdvopa eivar o
€vaTog TIO OUXVOG Kapkivog €pxetal deUTepog METAEU TWV CUMTAYWV OYKWV ard Tnv daroyn
AMWAELNG TIAPAYWYIKWV XPOvwv {wng. Zuvnbelg BepameuTikeég Tpooeyyioelg mepthauBavouv
XnueloBepareia, avooobepaneia (lvtepPepdvn, vTepAeukivn Kat euBoOAla), Kat ouvduaopoug
XnueloBeparneiag kat avocoBeparteiag, mou kalouvtat Bloxnuelobepareia. To dpbpo autd OBa
ouvoyioel TIG TPEXOUOEG TIPOOEYYIOELG 0T Bepareia Tou LETAOTATIKOU PEAQVWUATOG, avage-
POMEVO OTN dPACTIKOTNTA KAl TOUG TIEPLOPLOUOUG KABe Beparieiag kal Ba meplypayel Leplka
ard ta TOoAAG umooyodpeva media TG €peuvag mou Bpioketal oe €EEANEN onjuepa. BRpa
KAivikiig OykoAoyiag 2002, 1 (4):186-194.

XnueloBepareia

Ou KuttapoTogikoi mapayovieg pe dPACTIKO-
NTa ot acbeveiq pe PETAOTATIKO PEAAVWUA Ka-
Taypagovtal otov rmivaka 1. H vrtakapurmadivn
(DTIC) eivat o o dpacTikég Tapdyovtag oav
povoBeparteia. MoAovdTL avtamnokpioelg mapatn-
pouvTal TUtikd oe mepirou 20% Twv acbevawy, 1
peEon dldpkela avtanokplong eivalr povo 4 Prveg
Kat Atyotepol and 1o 2% Twv acbevwv Ba emBlw-
oouv 5 €tn'. Av kat To DTIC avtinpoowrnelel To
HOVadIKG KUTTAPOTOEIKO TapdyovTa e €YyKPLon
artd 1o FDA yila 1n Beparieia aocbevwv pe peta-
otatiké peAdvopa, dev undpyouv otolxeia ard
peAéteq paong lll mou va katadeikvuouv €va TAeo-
VvEKTNua oty erBiwon yia 1o DTIC oe oxgon pe
TIANBuopd eA€yyou Tou dev €AaBe kauia Bepa-

TA/viig OykoAoyikng KAwikrg, Noookopeio Metropoli-
tan, ABrjva, 2Eriot. Zuvepydng, Aaiké Noookopeio, ABriva

Mivakag 1. ApaoTtikoi KUTTAPOTOEIKOI XNueloBepareu-
TIKol TTapdayovTeg
AakapBadlivn
TepoloAapidn
Kapuouativn
Nopouativn
dotepouotivn
ZlomAativn
KapBormAativn
BiwvBAaoTivn
Bwvkplotivn
MakAtta&EAn
NtooeTa&eAn

nieia. Eival pappako yevikd kaAd avekto. Ot peico-
VEQ TIAPEVEPYELEG TEPLOPIfoVTalL O vaUTIa Kal EUETO.
H puehokataoTtoAr| eival ouvrBwg petpiou Badpou
evw 1 ahwriekia kat n eEAvtAnon eival eAayiotou
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Babpou, EMITPEMOVTAG OTOUG TIEPLOOOTEPOUG aobe-
vel¢ va dlatmpouvTal 0 (PUOLOAOYIKY) KATAoTAOoM
v miepiodo ™G Beparteiag. Turtikoi TpdToL Xopn-
ynong tou DTIC eivat 200 mg/m? kabnuepwvd ya
5 nuépeg 1 1000 mg/m? evdopAeBing oe 1 wpa
kKGBe 3 €wg 4 £Bdouadeq. Ta MOCOOTA AVTATIOKPL-
ong Kat n dudpkela avtandkplong de paivovtal va
emnpeadovtal and to oxnua xoprjynong. H urapén
OPACTIKOTEPWV QVTIEPETIKOV QAPUAKWY EXEL ETIL-
TPEYEL TN XPNOLOTIoINoN ToU HOoVOrEPOU OXTjUa-
TOGg, 0e eEWTEPIKOUG a0BeVE(Q.

H tepoloAapidn eival avaroyo tou DTIC mou oe
puololoyiké PH dwaoratal oe tplalepoiudai-kap-
Boguidlo, To BpacTikd petaBoAitn tou DTIC, péow
pag dadikaoiaq oy, oe avtiBeon pe to DTIC, dev
artaitel peTaBoAkr) evepyoroinon? H tepoloAapidn
€XEL TO TIAEOVEKTNUA TNG arnoppd@pnong os per os
Xopriynon kat Tou onuavTikol BaBuou diEAeUoT|§
™™g oto KNZ. H teAeutaia autr) 1010tnTa ouveTEAE-
og otV TPooPatn eykplor| g ard to FDA ya
Beparteia Tou avamAaoTikoU aoTPOKUTWHATOG.

210 peAdvwpa n tepoloAapidn oe ddon 200
mg/m? kaBnueptva ya 5 nuépeg, kabe 4 eBdoua-
0e¢ pavnke oe adpeq YPAUUES va €XeL LoodUvapn
dpaotikétnTa pe 1o DTIC, oe perétn @dong lIE.
Qotéoo Atydtepol ard 15% Twv acbevwv avta-
TIoKpiBnkav t6co 0Tn pla 660 Kat otnv AAAn Oe-
partieia. Na onuewwdei 611 oe pa urnoopdda acbe-
V@V, TIapetnpnrénoav AlyoTePES UTIOTPOTIEG OTO
KNZ otoug aoBeveiq mou éAaBav TepoloAapidn.

OL peA€teg pe tepoCoAapidn ouvexicovtal, pe
véa 5000AOYIKA OXNjUata kat ouvduacpouq. ZTol-
xeila mpoepyodpeva ard to Memorial Sloan-Ketter-
ing Cancer Center mpoteivouv 6Tl | TEOlOAQU-
on kat n BaAwbopidn propei va €xouv ouvepyela
kat va eivat 1dlaitepa armoteAeopaTikeg oe aobe-
veig pe petaotdoelg oto KN, MeAEteg Tou ouv-
dudlouv TepoloAauidn (xopnyouuevn oe ddon
75mg/m? kaBnuepvd yia 6 £8douadeg) pe KAQ-
KwTd autolueveq kabnuepilveg do6oelg BOaidopi-
0ng, He M Xwpig akTivoBepareia eykepdiou Bpi-
okovtal oe EENEN, oe aoBeveiq pe vooo otadiou
IV, blaitepa oe autoug pe EYKEPAAIKEG LETAOTA-
oelg. H EAAnvikYy Zuvepyalduevn OyKoAoylkn
Oudda €xel xpnoyioroinoel IV TepoloAopidn oe
OUVOUAOUO PE TNV VTOOETAEEAT. ZUppwva Je TNV
MEAETN autr] o ocuvduaouog Ntav dpacTIKOg Kal
ATOTEAEOUATIKOG O aoBeveiq pE €YKEPAAIKES
HEeTaoTAoEIG Tou dev eixav AdBel akTivoBepareia®.

Mia okiAia XnNHELOBEPATIEUTIKWY OUVOUACHWV
gxouv dwoel avtarnokpioelg g ta&Ng tou 30%
€wq Kat 50% oe peAéteg @aong Il ou agopoulv
aoBeveiq e LETAOTATIKG peAdvwpa’. Avo amo Ta

A€oV dPaOTIKA oxrpata mepleAduBavav v mpo-
0Brkn 1 mAativag kat Bwvurthaotivng oto DTIC
(CVD) 1§ v mpoobnkn KappouaTtivng, TAativag
kat tapo&upaivng oto DTIC (mpwtdkoAro Dart-
mouth)®®. Mapd Tnv uPnAdTEPN dPACTIKGTNTA AU-
TOV TV Bepanelwv, MPoopateg UEAETEG QAONG
[l €xouv aroTuxel va emBeBaloouv TNV UMEPO-
X1 Toug oe oxeon pe to DTIC wq povoBeparneia.
MoAovaTL pa apyikn ava@opd peAeng ¢edong il
mou ouvekplve To CVD pe 1o DTIC €del&e 6tL o
ouvduaouog TV TPV QAapUdKwV £dwoe la au-
&non oT1o TMoco0TO avTandkplong Kat otn dldp-
KEWO avTarokplong, n avaAuon Tou akoAoubnoe,
mou miepleAduBave 150 aobeveig, £€del&e avtarmo-
kpton 19% yia To CVD €vavtl 14% ywa 1o DTIC
Kal Kapia dagopd t6oo 0T dldpkela avTarnokpl-
ong 600 Kal otnv emniBiwon'™®. Emiong, dUo peAé-
1eq pdong Il ou apopoucav 240 kat 100 acBe-
veig, €delgav un onupavtikn dlagpopad yia To oxnpa
Dartmouth, oe oxéon pe to DTIC. H péon emBiw-
on NTav mepirnou 8 priveg kat yua Tig dUo PEAE-
TEQ, XWPIQ Kauld diapopd avaueoa ota duo Bepa-
TMEeUTIKA OKEAN. H To&ikdtnTa, wotdoo, tav onua-
VTIKA ouxvdtepn pe to oxrjua Dartmouth!"'2,

H rpoobrikn Tapo&ipaivng 1 vteppepovng alfa-
2b (IFNa) oto DTIC €xel emiong avagepBel o6TL
BeATwvEL TNV avTanokplon Kat Inv embivon oe
UIKPES peAéTeG @aong '3, AuoTuxwg, pia pe-
YAANG kAipakag peAetn ¢aong lll ard to Eastern
Cooperative Oncology Group (ECOG) dev ermiBe-
Baiwoe auTég TIC EVBAPPUVTIKEG avapopsg'’®. 2'au-
™ T peA€n (ECOG 3690), To CUVOAIKO TI0CO-
o016 avrtarnokpong ntav 18% (elpog, 12% £wg
21% yia ta 1€00epa okEAN Beparieiag), 0 PECOG
Xpovog pexpL tnv unotpory (TTP) ftav 2.6 un-
veg Kal n péon emBioon frav 9.1 urveg. Kauua
BeAtiwon otnv avtandékplon, oto TTP 1} otnv ert-
Biwon dev mapetnprin pe v mpoodnkn IFNa,
Tapo&ipaivng, 1 kat Twv duo, oto DTIC. Bdoel
QUTOV TWV TPLWV aTOTEAEOUATWY Kal Twv abpot-
Copgvwv aTolXeiwv arod MOAAEG TIPONYOULEVES LLE-
AEteg, Sev umdpyouv yla Tnv wpa loxupd dedo-
péva unép g mnpoodnikng IFNa, tapogipaivng 1
AAAWV KUTTapOTOEIKWV Ttapayovtwyv oto DTIC oe
aoBeveiq Pe PETAOTATIKO PHEAQVWUA.

2UVETWG, 0t aoBeveiq Tou dev TMAnpouv KplL-
pla €vta&ng o MEIPAUATIKEG PEAETEG, T LOVO-
Beparncia pe DTIC 1 TepoloAopidn aviimpoow-
revel TNV HLd arodekTn eMAoYM).

Avooofeparneia

‘Evag aplbudg avoooBeparmeuTikwv Tpooeyyi-
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oewv €xel Oeikel dpaocTiKOTNTA O aoBeveiq pe
EKTETAUEVO PEAAVWUQ, E TIAEOV UTIOOXOMEVA TA
artoteAéopata mou TipogkuPav pe IFNa ka IL-2.
Autoi oL duo mapayovteg €xouv dei&el ikavn dpa-
OTIKOTNTA WOTE va evowpatwBouv OTo papua-
KEUTIKO OTTAOOTACLO €vavTl NG vOoou.

MeA€teg @daong Il pe IFNa €dwoav pa abpot-
OTIKA ouxvétnTa avrandkplong yupw oto 16%,
pe Tepimou To €va TPITO TwV avTanokpicewv va
elval mAnipelg’. Ot avtamokpioelg Tou vooou oe
peyalo 8aBud meplopifoviav oe acbeveiq pe -
KpouU OyKou BePUATIKY) VOO0 1} VOOO HAAGKWV O-
piwv. Av Kar auté To POVTEAO avTaroKpLong Tie-
plopiCet T xpnowédtmta tng IFNa oto yevikéd
TIANOUOUO PE PETAOTATIKO UEAAVWHA, Tipoaviy-
YEINE WOTOOO TNV Kablepwpevn TAEov agia g
IFNa otnv mpdéAnyn urnotpormg oc acbeveiq pe
ugnAou kKivduvou véoo atadiou 7. H IFNa éhaBe
€ykplon 10 1996 wq cupmAnpwuatiky Beparteia
yla 1o peAdvwpa otadiou lll kat orjuepa dokiuade-
Tal oTa MPWoTEPa 0Tadla g vooou.

H IL-2 pdavnke va €xel pla ubavry avoooppub-
MIOTIKY] Kal avTlVeoTAQoUaTIKy dpacTikdtnTa oe
gvav aplBud povtéAwv oe TovTikia. MovtéAla oe
(wa urodnAwvav OTL n avtarokpon oty IL-2
eival doooetaptwpevn, odnywviag TEAKKA otnv
avamtugn oXNUATWV Xoprynong uyning d6ong
IL-2 yia KAVIKEG gpeuveg e,

YynA1j bolus dd6on IL-2 (600000 v) 720000 U/
kg xopnyoupeveg evdoPAeBing KGBe 8 wpeg, TI§
pEPESG 1 wg 5 Kat Tig pépeg 15 wg 19) €AaBav
g€ykplon ané to FDA Ttov lavoudplo 1998, Bdoel
™G KavoTNTag TOUG va TETUXaivouv avTarokpi-
oelg dlapkeiag oe pla onuavtiky avaloyia acbe-
ViV pe peddvopa otadiou IV, Mia mpdogpatn
enavektiunon twv dedopgvwv and 270 acbeveig
Tou Tapoucldobnke oto FDA, emBeBaiwvel n
Hakpd dldpkela avtarokplong o’autov Tov TIAN-
Buopd aoBevav2’. MoAovdTl povo oe 16% Twv
aoBevwyv eneTelxOn avtarnokplon (oe 6% TARPNG
avtariékplon - CR), n péon didpkela avtarnokpl-
ong Yla Toug TIAN)PWS AVTATIOKPLVOUEVOUG UTIEPE-
Bawve Toug 59 unveg, pe kauia npdéodo NG vooou
va unv rapatnpeital oe acbeveiq mou eixav avra-
TokplBel ywa 30 prveg 1} neploodtepo. OL avta-
TIOKpIoEIG M)Tav OE OTATIOTIKA ONUAVTIKO BaBud
ouxvlTepeq 0e aoBeveiq Xwpiq oupntopata oxe-
TICéueva pe TN vooo aAAg, oe avtiBeon pe tnv
IFNq, ¢ qaivovtav va eEapTwvTal and 1o eopTtio
mg véoou 1 TI§ BEoeL HeTAOTATIKAG vooou. AvTa-
Tokpioelg nmapetnprinoav oe kKarowoug acbeveiq
ME avBeKTIKY) OTNV KUTTAPOTOEIKY] Bepareia véoo,
urnodnAwvovtag €vav dlapopeTikd TPOTo dpdaong.

>e pla eAdxotn rapakoAoubnon 5 eTwv, 28 (10%)
arté toug 270 acBeveiq BpEBnkav va fouv akoun,
oupriepltAapBavopgvwy 12 aoBevwv mou fTav oe
ouvexn) B8aon eAeuBepol véoou. Autd ta otolxeia
HaKPOTIPGOEOUNG TIPOOTITIKYG TIapakoAoubnong
dnAwvouv 4Tl Kdrolol acBeveiq pe PETAOTATIKO
peAdvopa mpdaypatt Ba metlyouv Tnv {aon He
Beparieia uPpnArig ddong IL-2 oe bolus €yyuon.
AuoTuxwg, n Oeparieia pe uPnAeg dooelg IL-2
ouvdgeTal ue TIOAAEG 00BAPEG TIAPEVEPYELEG, TIOU
nepthauBavouv umndtaon, oUvOPOUOo AuENUEVNQ
dlariepatdmTag Twv TpLXoedwv (capillary leak
syndrome), puokapditida, TapodiKny VEPPLKY| ave-
ndpkela, orjyPn oXeTILOUEVT) HE TOUG EVOOPAEBLOUG
kaBempeg. OL averBuunTeq QuTEG eveEPYELES
neplopifouv Tn Xprion Ing oe auotnpd eMAEYUE-
voug aoBeveig, utd Tnv emiBAeyn EUMElpwV KALVL-
KOV 1aTpwVv Kal oe eEeldikeupgva mpoypdupata,
Orou UTIApYOoUV Ta HECA YA TNV QVTIMETWTILON
TWV TOAVWV ETIMAOKW®V.

Mpoomdbeleg va BeAtiwbel o BepameuTikdg
deiktng ywa v IL-2 meplhapBdavouv Ttpororoln-
péva erineda do6cewv Kal oxuata, mPoomndabeleq
va UTAOKAPLOTED N TOEIKOTNTA TwV UYNAWY d0-
oewv IL-2, kat ouvduaopouq pe AAAEQ KUTOKIVEG,
onwg n IFNa, 1§ pe KutTtapoTo&ikn Xnuelobepa-
neia. Av kat dev €xouv yivel TUXALOTIOINUEVES
HEAETEG, O YEVIKEG YPAUMUEG 1) OUVOAIKT) OUXVO-
mta avtarnokpong, n mowtnta Kat n didpkela
™G avTarnokplong €ival arnmoyonTeUTIKEG e TIPW-
TOKOAAQ XaunAng doong IL-2. MNMpwtdkoAAa ouve-
XoUg €yxuong £dwoav OUYKPLTIKA KaAEG avTario-
Kpioelg, aAAd oL avtarokpioelg paivovtav va ei-
val PIkpotepng dldpkelag, evw n urtodopla Xopn-
ynon g IL-2, pia nmpoogyylon rou 6a propouoe
va yivel avekt yla eEwTteplkolq aobeveig, £dwoe
avtarnokpioelg oe Alyétepo amoé 5% twv aobe-
vav2', H EANnviKn Zuvepyalopevn OYKOAOYIKN
Opada £xel dnuooleloel HEAETN HE XAUNAEG UTIO-
dopleg ddoelg IL-2 kat XMO, pe anoyonteuTika
aroteAéopata??. MoAovaTL 1) TIPOCOTKN LOTAUIVNG
oe XaunAng &dong IL-2 propei va €xel auénoel
mv emBiwon oe aoBeveiq pe OTTAAYVIKEG EVTOTT-
O€lg, TO OUVOAIKG TIOCOOTO avTamodkplong mape-
pewve xaunAo. Mapd ta in vitro dedopgva Kat Tipo-
KAVIKA oTolyeia Tou deiXvouv ouveépyela, Kal ev-
BappPUVTIKEG TIPWIUES KALVIKEG BOKIUES, O ouvdua-
opég IL-2 kat IFNa, aképa Kat oTIq HEYLIOTEG ave-
KTEQ dooelg, dev €xel amodelyBel OTL umEPEXEL
¢ povoBepaneiag pe uynAr doon IL-22324,

ATIOTIELPEG VA PELWOOUPE TNV TOEIKOTNTA NG
UPnAng 6dong IL-2 amd Tnv avTveEOTIAQOUATIKY)
™G dpdon mepthauBdavouv T cuyxoprynon uag
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TIOIKIAIQG TTapayOvTwyv TIoU UIAokapouv tnv IL-1
(6TwG ALZOPUAAiVY, BLaAUTOG TTapAyovTag VEKPW-
ong Tou dykou 1 urodoxeig IL-1 1] CNI-1493)25-28,

Av Kai n avtiveormAaopatikn dpdaon ¢awvotav
va dlatnpeital, n ToEIKOTNTA dE PAVNKE va UELW-
veTal e Kauia arod TIG TPOoeYYioel auteq. Tpé-
xouaoeg TipoordBeleg €xouv eotiacBei otn xopn-
ynon uiag véag IL-2 (BAY 50-4798) rou €xel gpavei
OTL evepyorolel ekAekTIKA Ta T KUttapa oe oxe-
on ge ta kuttapa natural-killer, p€ow TII0 arnoTe-
AEOUATIKNAG TIPOodeEONG OTOV UTodoXEA UYNANG
ouyyeévelag g IL-2. MeA€teq ¢pdong | kau Il pe
autév Tov Tapdyovta Bpiokovtal oe eEENIEN°.

‘Epeuveg oto National Cancer Institute kat aA-
AoU €xouv TaUTOTIOOEL avTLydva UMOXWPENOoNG Tou
Oykou Tou @aivovTal va arotelolv otdxoug din-
ONTIKWV TOU OYKOU AEUPOKUTTAPWY, 0 aoBeveig
TIou avtarnokpivovTal oe Bepareia Baclopévn otnv
IL-2. Autd Ta avtiyéva urooTpopnrg Tou Oykou
(tumor-regression antigens) eival turikad ouvdede-
péva pe HLA-avtiyéva mermtida. AmoteAouvatal
arod evvid auvo&ea Kal apouctalovtal 0ta KUTta-
poto&ikd T kuttapa pe n Borbela Twv HLA avtl-
YOVWV OTnv empavela Twv avtlyovorapouolaoTl-
KWV KUTTApwV. METAAQYHEVEG HOPPEG QUTWV TWV
nenTdiwv £xel pavei 6Tl ouvdeovtal ota HLA avti-
yova pe peyaAutepn ouyyevela Kal OTL gival .oxu-
POTEPOL EVEPYOTIOINTEG TNG AMOKPLONG TWV KUTTA-
POTOEIKWV T AeppOKUTTAPWV. H xopriynon evog
peTaAhaypevou gp100-209-2M memtidiou padi pe
upnAn 66on IL-2 neTuxe uMooTpoPr] Tou dyKou og
13 ard 31 aoBeveig®C. AUCTUXWG, HIa HEAETN €ml-
BeBaiwong arnd to Cytokine Working Group £€dwoe
TMocooTé avtarnokplong HOAlG 10%. Mwa toAuke-
VIPIKY HeAETN paong lIl cuykpivouca ugnAr d6on
IL-2 pe | xwpi¢ euBoAlacud pe gp100-209-2M
nientidlo Bpioketal oe eEENEN3".

BioxnueioBepaneia

MoAAoi epeuvnTEG £XOUV HEAETIOEL CUVOUAOOUG
Baolopgvoug oty avoooBepareia e KUTTAPOTOEL-
K1l XnueloBeparieia 0To HETAOTATIKG peAdvwpa. Ta
TIAEOV €VOAPPUVTIKA aroTeAEoUATA £XOUV Tapa-
pEnOel oe peA€teq mou ouvdudlouv ¥nuelobepa-
rieia pe Baon v mAartiva eite pe uPnAn ddon IL-
2 povn g eite pe pkpdTePeg ddoelg IL-2 padi pe
IFNa. Ta ouykevtpwTika anoteAéoparta arod diago-
pa TPWTOKOAAA pe voonAeudpevoug acBeveiq di-
VOUV €va TooooTo avtandkplong repirou 50%, e
10000t TAfipouq avtarnokpong (CR) 10% wg 20%
Kat péon erBiwon nepirmou 11 wg 12 prveg. Mept-
k€g avtarokpioelg (PRs) tav ouxva pikpng dwap-

kelag (katd peco 6po 4 wg 6 prveg oTIg TIEEPLOOO-
TEPEG MEAETEQ) Kal De ouvdEovTav PE TIAPATETA-
HEVT eTUBIWON. Z€ HEPIKEG HEAETEG, MEXPL Kal 50%
Twv aoBevwv pe CR mapguelve eAelBepo vooou
eni pakpdv. ZuvoAikd, mepimou 10% Twv acBevwv
paivovtal va eivar eAeuBepol vooou yia navw ard
2 xpovia. ‘Onwg kat ota MPWTOKOAAA UYNAYG B6-
ong IL-2, oL uroTpoTEG HETA Ta 2 Xpodvia HTav
eEAlPETIKA omavieg®?,

To epupavwg uPnAGTEPO TIOCOOTO AVTATIOKPL-
ong kat 1o 1ocootd 10% diapkoug CR umodnAw-
vav OTL n BloxnueloBepareia Ba purnopouoe va ei-
val avwtepn 1600 and Tn XnueloBepareia 6co
kaL ard Tnv avocoBeparteia poveg toug. Avo pe-
Taavaluoelg otiplEav autd to ocupmépacpads®3,
AuoTux®g Ta apxIkd TpwTOKoAAa Bloxnuelobepa-
neiag xapaktnpiovtav and eKTeTAUEVN £VOOVO-
OOKOMELOKY] QVTIUETWTILON, UTIOKEINEVN TOEIKOTN-
TA KAl KOOTOG, L€ ATOTEAEOUA N EKTEVIG EQAPUO-
Y pag peAétng @dong Il va kpivetal Wblaitepa
TIPOBANUATIKY.

O1 Legha kat ouv avémtu§av €va ouvduaouod
orou xnueloBepaneia pe CVD yopnyeito padi pe
IL-2 kat IFNa oe voonAeuduevoug acbeveiq ya 5
HEPEG KGBe 3 £BOOUAdEG pEXPL 6 KUKAOUGS®. AuTo
10 oxfua €dwoe avtamokpioelg 0To 64% TWV
acBevwyv, pe peon Olapkela avtamokplong 6.5
prveg. 5 aoBeveig (9%) mapguelvav oe ouvexn
CR v 50 €wg = 61 prjveg. OL KuploTEPES TIAPE-
vépyeleg TepleAquBavav HUEAOKATAOTOAY), LE OU-
XvOTNTa EUPAVIONG EUTIUPETOU OUDETEPOTIEVIAG
54% kat 49% ouxvotnta eppdviong Baktnplat-
piag. H avtiveorAaopatikyy dpaotikdTnTa autou
TOU OYXNUATOG PAVNKE LloodUvaun He auTr] AAAwV
BloXNUELOBEPATIEUTIKWY OUVOUACUWY TIOU TEPLE-
YPApoav MPOoNyoUHEV®WS, EVW 1 TOEIKOTNTA Tav
EUKOAGTEPA QVTIUETWTIIOLUN.

Auté TO TIPWTOKOAAO TpoTIOTOONKE eAAPPA
art6é toug Dermott kat cuv og pua mipoordBela ya
MePAITEPW Helwon NG TOEKOTNTAG Kal augnom
™G eukoAiag otnv epapuoyr Tou. OL TpoTioToLr|-
oelg repleAduBavav n xpPron TPOPUAAKTIKAG XO-
PYNONG aQVTIBIOTIKWYV Kal QUENTIKWV TTapayoviwv
(G-CSF), o embeTikiy XOpNynon QavTIEUETIKWY,
arayopeuon XPNong KEVIPIKWV PAEBIKWV ypau-
MWV Yyla HEYAAO XPOVIKO dldoTnua, Kat meplopl-
ouod NG Bepareiag oe 4 kKUKAOUG. Mia TUAOTIKN
ok @dong Il autou Tou TPOTIOTIOINUEVOU OX1y-
patog emmBeBaiwoe tn dpacTIKOTNTA Tou Kal BeA-
Tiwoe TNV avoxr Tou. ZNHAVTIKEG TOEIKOTNTES ToU
kablotouoav avaykaia Tn peiwon déong meplopi-
Covtav Kupiwg o TOEIKOTNTA ard TO YAOTPEVTE-
PIKO (vautia Kat EUETOL) Kal QHUEAOKATAOTOAY. H
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avtarokplon fNTav g TaEng tou 48%, pe pEoN
Oldpkela avtandkplong 7 pnveg (evpog, 2 €wg =
28 unveg).%6

MeA€teq pdoelg lll pe Bloxnuelobepareia £xouv
Eekwnoel arno ToAAG voonAeuTikd dpupata Kat omy
Eupwrm. Ta aroteA€éopata amnod auteg TIG HEAETEQ
eival pkta (Mivakag 2). Ma peAét @dong il ard
10 M.D. Anderson ouykpivouca to CVD pe CVD
ouv IL-2/IFN £deiEe OTL 0 BloxNUELOBEPATIEUTIKOG
ouvduaouodg TETUXe dUMAaclacpd Tou TocooToU
aVTanoKPLoNG Kal Tou XPovikou dlacTAUAToq PEXPL
mv epgavion mpoddou g vooou (time to pro-
gression) Kal apdTaon katd 3 prveg g HEONS
emBiwong (P=0.05)%". MoAovdTL Ta amnoteAéopata
auTd eival evBappuvTiKG, OPLOPEVA OTOLXEIQ KAvouV
kartolo va d10talel va ULOBETAOEL TNV TIPOCEYYLON
autr cav 10 véo standard Bepareiag. To Bloxn-
peloBepaneuTikO TPWTOKOAAO YTav dlaitepa
evTatikomomuevo (repleAduBave 19 nuepeg evdo-
VOOOKOMELOKY)G voonAeiag yla KdBe mepiodo exTi-
pnong Tou acBevouq 42 nUeEPWV) Kal Eviova TogL-
KO, pe 90% twv acbevwv va xpeldlovTal unooth-
PLEN NG apPTNPLAKNG Toug Tieong kat 25% va avtl-
peTwrtiCouv coBapr] KapdLOavATVEUOTIKY] 1] VEUPO-
Aoykn To&kéTnTa. Emunpdobeta, To TTP yia acBe-
veig avtarokpvopevoug otn Bloxnuelobepareia
Atav pévov 6 prveg kat de diEpepe and aobeveig
QVTaroKPLVOEVOUG OE XnueloBeparteia pévn mg.
Emniong, umpxav Aiyeg avtarnokpioelg pakpag dlap-
kelag, B€TovTag umnod ouldyTnon Tn ouvelopopd Tou
avoooBepareuTIKoU HEPOUG TNG AYWYNG OTr Ouvo-
AN avtarokplon. TEAK®WG, AAAEG HEAETEG PAONG
[l ou oAokAnpwOnKkav ametuyxav va erBeBaiw-
oouv autr N dpaoctikdta.. MNa napdderyua, duo
AAAeq peAeteg @aong Il -pia peAétn and 1o Na-
tional Cancer Institute Surgery Branch ouykpivou-
oa cisplatin, DTIC, kat Tapo€paivn + upnAnig d6-
ong IL-2 kat pua peAetn aré v European Organi-

BHma KainkHs Orkonorias Topog 1, Telxog 4, OktwBplog - AeképBplog 2002

zation for Research and Treatment of Cancer (EO-
RTC) ouykpivouoa tn Baolopgvn oto cisplatin 8lo-
xnuewobepareia pe decrescendo IL-2 kat IFNa pé-
veg Toug €dwoav BeATIWEVA TTOOOOTA QVTATIOKPL-
ong, OxL OUWG KAl OUVOAKO TIAEOVEKTNUA OTNV
emBiwon yla Ta BlobepameuTikd OKEAN. Mia GAAn
peAétn g EORTC ouykpivouoa cisplatin, DTIC,
kat IFNa £ IL-2 dev £€dei&e karolo dperog ard v
mpoaBnkn IL-2 olte wg MPOG TO MOCO0TS avTano-
Kplong oUTe wg TPog TNV £mBiwon yla To CUVOAL-
KO TIANBUOPO NG HEAETNG, AANG £DeIEE Eva OapE]
6@eAog yla v urtoopdda aoBevav e performance
status 0%,

Mia roAukevTpikr] peAETN (Intergroup protocol
INT 3695) oxediaobnke yla va ouykpivel To Tpo-
TIOTIOINMEVO TIPWTOKOAAO BloxnueloBeparneiag mou
nepthapBavel CVD pe IL-2 kat IFNa pe 1o CVD
povo Tou. H peAetn auth erionuwg &ekivnoe and
v ECOG kat To Southwest Oncology Group oTI§
apx€q tou 1998, evw oTig apxeg tou 2000 mpo-
oeTedn otn ouvepyaoia kat To Cancer and Leu-
kemia Group B. Autj n peA€tn Ba propouce va
eival To TeAS KpLtMplo ya v a&ia g Bloxn-
peloBepareiag oto peAdvwpa otadiou IV, €xel
OUMTIEPIAGBEL TIAVW ard 400 aobeveiq pEXPL on-
pepa Kal TiPoBAEMETaAL va OAOKANPWOEL 0TO TENOG
Tou 2002.

H EAANvIKY eurelpia ouviotdtal otnv xpenot-
portoinon evog ocuvduaopou KuttapootaTikwy (Car-
boplatin, Vinblastine, kat Bleomycin) pe IFNa,,
5x108U, tpeig¢ popég v €B8doudda. Ot avtaro-
kpioelg tav evBappuvTikeg (0 50%) kat To oxn-
Ha KaAd avekto®®,

Mpéopareq PeAéTeg BioxnueloBepaneiag

MNpoopateg €peuveqg pe Bloxnuelobepareia
€Xouv eEeTAOEL TIPWTOKOAAA Yia £EWTEPIKOUG aoDe-

Nivakag 2. AnoteAéopata MeAetwv BloxnueloBeparneiag ddong Il Evavti XnuewoBepaneiag 1} Avooobepareiag

Study No. RR (%) Survival (months) Reference
EORTC Melanoma Group
IL-2/IFN 66 18 9 Keilholz
CDDP + IL-2 + IFN 60 35 9
NCI Surgery Branch
CDDP + DTIC + Tam 52 27 15.8 Rosenberg
DCT + IL-2 (HD) + IFN 50 44 10.7
M.D.Anderson
CVD 92 25 9.5 Eton
CVD + IL-2 + IFN 91 48 11.8

Abbreviations: RR, response rate; EORTC, European Organization for Research and Treatment of Cancer; NCI, National Cancer
Institute; CDDP, cisplatin; Tam, tamoxifen; DCT, daunorubicin, cytarabine, and thioguanine.
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veig TIou oToxeUouv OTO va TAPEXOUV AKOUA |ie-
YaAUTEpPN €UKOAia Xoprynong, otnv avikatdota-
on tou DTIC amé tepoloAauidn oe pa mpoornd-
Bela peiwong ™g epgpaviong urnotporrg oTo KNZ,
kat otn datrpnon tng Bepaneiag pe IL-2 kat GM-
CSF yia va kaBuoteprioel 1 mpododog g véoou
oe aoBeveiq pe PR 1y otaBepry véoo (Mivakag 3).
Av n peAétn INT 3695 emkupwoel v a&ia g
BloxnueloBepareiag, kdroleg and T TPOTIOTOL)-
OEIG QUTEQ 1) KAl OAeg propei va xprgouv Tepal-
TEpw dlepelvnong Kat yrautd meptypdpovtal ma-
PAKATW.

To Cytokine Working Group ocuvékplve dUo
oxfuata ya eEwteplkoug aoBeveig, Tou TepLAau-
Bavouv cisplatin, DTIC, IFN, kat IL-2 (xopryoupe-
vn eite bolus evdopAeBing eite pe unoddpla €ve-
on) O pla Tuxalotonpevn HeEAETN gdong . Kat
Ta duo oxnuarta ftav

KaAQ avekTd, pe kavévav acbevi va un xpeld-
Cetal va voonAeuBei yla ToEKOTNTA. AvTarokpi-
o€1g onuelwdnkav oto 37% Kat oto 17% Twv aobe-
vov Tou €AaBav evdopAgBla 1} umodopla IL-2,
avtioTotxa“®.

MoAovdTL TO TPOTIOMOLNUEVO TIPWTOKOAAO Blo-
XnueloBepareiag £0el&e MOAAG UTIOOXOHEVN QVTL-
VEOTIAQOMATIKY) dpaoctikoétnta, 12 amd toug 19
aocBeveig pe peifova avtamnokplon eixav v apxl-
K1} EVTOTILOT UTIOTPOTING TNG vOoou Toug 0To KNZ.
2e ua mpoondBela va pelwdbei n ouxvotnTa UTO-
Tporiwv oto KNZ, ot Atkins et al mpaypatoroin-
oav pia geAETn gaong Il evég tautéonuou oxnpa-
TOG, ME pévn dlagopd 6Tl N TepoloAauidn avtika-
Blotovoe to DTIC*'. Avtanokpioelg mapetnpnen-
oav oe 22 aro 47 eKTIUWPEVOUG aoBeveig (TTooo-
o016 avtarokpong, 47%), evw 1o KNX rtav n
apXLK] €vTOTON TNG UMoTporm|g oe povo duo
avtarnokplBgvteg aobeveig. Av Kal autd ta oTol-
xeila delxvouv pla onuavTiki] peiwon otn ouxvo-
™ta apXkng urnotporig oto KNZ, oL peoeg diap-
KElEq avTanokplong (3 prjveq) kat n peon emBiw-

Mivakag 3. Mpdéopateq mpooeyyioelg otn Bloxnueto-
Beparteia

Mpoogyyion Epeuvnng
EEwvoookopelakr) Bepareia Flaherty et al
AvTikataotaon Tou DTIC Atkins et al
arnod tepoloAapion

Awamjpnon Qg IL-2 kat GM-CSF O'Day et al
Adjuvant Beparneia SWOG/ECOG

2uvtopoypapieg: GM-CSF, granulocyte-macrophage colony-
stimulating factor; CWG, CytokineWorking Group; SWOG,
Southwest Oncology Group.

on (7.5 prjveq) fjTav amoyonTeuTika Bpayeieg.
O1 ODay et al diepeuvnoav 10 pdAo Ing dla-
mpnong g IL-2 ot Beparieia oe aocbeveiq pe
otabepn) véoo 1) PR petd tn Bioxnuelobepareia.
To npwTtokoAAo datripnong mepleAauBave kadbn-
MEPLVEG €EWVOOOKOUELOKEG EVEDELG XAUNANG &6-
ong IL-2 kat GM-CSF pe diaAeinouceg evdovooo-
KOMELAKEG Xopnynoelg uynAng doéong IL-2. O pé-
00G XPOVOG MEXPL TNV €UPAVION TIPOOdoU NG
véoou TapeTddn katd 10.7 prjveq Kat oe pepl-
koUg aoBeveig n PR petetparm oe CR 1y n) otabe-
pn} véoog oe PR pe autr v mpoogyyon*?. Miua
TIOAUKEVTPLKA LEAETN TIpOG erBeBaiwon auTrg g
TIPOCEYYLONG TPEXEL aUTOV Tov Kalpd.

‘AAAeq TOAAG UTTOOYXOMEVEG TIEIPAMATIKES
TIPOCEYYIOEIQ

O Mivakag 4 kataypdgel pia TolKiAia pooey-
yiocewv, mapayovtwv kat oxnuatwv ta oroia do-
Kipagovtal autév Tov Kalpd oe aoBeveiq pe Peid-
vwpa otadiou IV. AUTEQ ol Tpooeyyioelg TepLAay-
Bavouv veeg KuTokiveg, 6nwg n IL-12, eite pdvn
¢ eite oe ouvduaopud pe IL-2, IFNa 1} epBoAia,
kat n IL-18. Aképa mepthapBavouv euBoAla dev-
OpLTIKOV KUTTApWV, evOOOYKIKY yovidlakry Bepa-
nieia, xnuelobeparieia BaolopeEvn otV €MoBIAGVN

Mivakac¢ 4. Eruleypgvol Neot Mapayovteg/Mpooeyyioelq
mou Bpiokovtal urnd avantuén

Kutokiveg
GM-CSF
IL-12 £ IL-2, IFNa 1} ep8oAwa
IL-18
BAY 50-4798 IL-2 eKAeKTIKOG QyWVIOTAG
Evdooykikn} yovidlakr Bepareia
HLA B7 (allovectin 7)
Kuttapoto&ikyy xnuelobepaneia
EmoBiAdveg
AvaotoAeig petaywyng onuatog (Signal transduction
inhibitors — STI)
STI 571
CCI 779
AVOOOKUTOKIVEQ
hu14:18-IL-2
EuBdAia devdpitikav (DC) kuttapwv
DC tumor fusions
Peptide pulsed
Adenoviral transfected
Antisense Bepaneia
G3139
AvaoToAeig ayyeloyEveong
OaAdopidn
XaunAng do6ong tagaveq
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(epothilone), avaotoAeiq Tng ayyeloyéveong, avo-
OOKUTOKivEg, antisense oAlyovoukAeoTidLa, avaoTo-
Agig petaywyng ofuartog (signal transduction in-
hibitors). AUTEQ oL pooeyyioelg €xouv dwoel Hévo
OTIAVIEG QVTATIOKPIOEIG HEXPL TWPA, AAAA EKTETA-
MEVEG €pEUVEG PE aUTOUG Toug TtapdyovTteq TpPE-
XOUV aQuToOv Tov Kalpo.

JUpMEPAOCUATIKA, TO HETAOTATIKO HeAdvwua
Tapapevel pla vooog aviatoq. Mapd Tiq eKTETAUE-
VEQ €PEUVEG, 0 POAOG TNG KUTTAPOTOEIKAG Bepa-
neiag mapapevel TelPapatikog. MoAovoTt n uyn-
A1 ddon IL-2 propei va dwoel pakpoypovieg CRs
og €va KPS TI0000TO aoBevwy, 1 TOEIKOTNTA, TO
KOOTOG Kal 1 TIOAUTIAOKOTNTA NG Bepaneiag au-

G Teplopifouv TNV e@appoyn tg. Av kat n Blo-
XnueloBeparteia undéoxetal TIOAAG, TO TIAEOVEKTN)-
HaG ™G oe peAéteg ¢@aong lll dev €xel akopa
edpawwbei. 1o €ENG avapévetal OTL veeg Bepa-
TMEUTIKEG TIpooeyYioelg Ba eival amapaitnteg yla
va eMNPEEACOUV KABOPLOTIKA TNV KAWVIKY €kBaon
o’auTév Tov TIANBuoUd acbevwv. Eutuxwg, utdp-
XEL apBovia TOAAWV VEWV Tapayoviwy Kat Bepa-
TMEUTIKWVY OTPATNYIKWV. Ma va ermtaxuvei n ava-
TUEN KaAUtepwv Beparelwv yia acbeveiq pe pe-
Avopua otadiou IV, Ba mpemnel va doBei mpote-
paldtnTa OTnV €vta&n autwv Twv aoBevwv Oe
KALVIKEG OOKIUEG.

ABSTRACT

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

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

2002.
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NewTtepa 0£O00OUEVA VIO TOUC AVACTOAEIC

NG TOTTOICOUEPAONC

r.o. Zauéang

MNEPIAHWH

Eicaywyn — Tomoicopepdoeg

Ot DNA tormoicopepdoeg eivat €vuua mou dlapop@wvouv tnv toroAoyia tou DNA, kat eival
ureubuva yla To YEVETIKO UAIKO Katd tnv dldpkela tng petaypapng g avadirmAwong Tou Kat
™G dnuioupyiag véwv okeAwv oto DNA. H dpaotnpldtnta Twv TOTIOICOUEPACWY ouvioTatal
0TO Omndolpo ™G €Akog Tou DNA (povd 1 BImAd ortdoo mou tipokaAei n Toroicopepdon | 1y
I, avtiotoixa). Ot avaoToAeiq NG Tomoicouepdong otabeporololyv To CUUMAeyUa Toroioope-
paon — DNA. To ouunAeyua @Appako (avacToA£ag tng toroicouepdong) — DNA — tomoioope-
pAon TpPokKaAei Ui avaoTpEYPo ondoyo g dmAng €Alkag tou DNA, To ormoio odnyel otnv
anomnTwon (OToV TMPOYPAUUATIOUEVO KUTTAPIKO BAVATO) HECW BLOXNUIKWY 1] YOVIOLOKWY aAAa-
Yv. MNMoAAG ¢dppaka avaotéAAouv TI§ Toroicopepdoeq | kat Il. Ot vetepol avaoTtoAeig (ava-
Aoya KwvoAivng, avaloya tng KivoEaAivng, avaioya tg ¢eviopaivalivng, au@ldlkoAivng) eival
MIkTOi avactoAeiq g Tomoicopepdong | kat Il. Ot avactoAeig g Tomoicopepdong | (kaurto-
Bekiveg) €xouv Tnv duvatdtnta va mnapakdurttouv tnv MDR-1 gappakeuTikn avtiotaon. EAat-
TwpEva emnineda g dpaotnpldtntag tou yovidiou Tng Toroioopepdong Il kat peTaAA&Eelg Tou
yovidiou tng, gubuvovTal yla tnv mPOKANoN avtiotaong oToug avaoTtoAeig tng Toroicouepd-
ong. Ta vewtepa avdioya mou eival piktol avaoTtoAeig g Tomoicopepdong | kat Il €xouv
Loxupn avTiTwTik) dpdon in vivo Kat in vitro kat €del&av eviunwolaka aroteAeopata oétav
ouvdudotnkav pe yovidlakr) Bepareia oe xenografts oe dlapopouqg 6ykoug. AéEeig — KAeldia:
VEWTEPOL AVACTOAEIG ToTIOICOUEPAONG, KAPKivog, yovidlakr] Bepareia. Bapa KAivikng Oyko-
Aoyiag 2002, 1 (4):195-201.

O DNA Tomoicouepdoeg sival €vupa mou dia- ylag vewv okeAwv oto DNA.

peTaypapnriq ™ avadimAwong Kat g dnpoup-

Hoppwvouv v TortoAoyia tou DNA kat eivat ureu-
Buva yla To YEVETIKO UAIKG KaTd tnv didpkela g

EmpeAnmig A’, NMaBoAdyog - OykoAdyog, OYKOAOYIKO
TuAua, Innokpdatetlo Mevikd Noookopeio ABNvwv
AietBuvon aAAnioypapiag: Newpylog @. ZapeAng, Oyko-
Aoyik6 Tunpa, Imrmokpatelo lMeviké Noookopeio, Bao.
>opiag 108, 115 27, ABrjva. TnA. kat fax: 210 7789536
E-MAIL: gsamelis@hellasnet.gr

O tomnoicopepdoeg eival povadika €viupa ma-
POVTA OTA TIPOKAPUWTIKA KUTTAPA KABWG eTtiong
Kal OTOV TIUPTVA TWV EUKAPUWTIKWV KUTTAPWV.
Teooeplg DLAPOPETIKEG LOPPES TOTIOICOUEPAONS
TauToToménkayv, aAAd povo 2 TuroL gaivetal va
eival mapouoeg ota BnAaotikg, n Tomoicouepdon
| kat 1. O1 Tomoiocopepdoceg AauBdavouv pépog oe
O1dgpopa otadia tou petaBoAlopol Tou DNA, omnwg
01N ouvBeon Kat ) petaypapn tou. Oi Tomoioo-
pepdoeg Il aroteAolv onuavtik@ €viupa yla In
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C{wn evég pUknTa, evw N Tortoicopepdon | OxL.

MNpoopdtwg, n 6An dopny Twv DNA Tomoioope-
pacwv (e&dvia - wvtpdvia) Kat n TePLOXY] TAUTO-
rojenke. To yovidlo amoteAeital ard 21 €E6via
Ta oroia datpouvtal To Atyotepo oe 85 Kd yovi-
Oiwpa oto DNA.

To avBpwrivo yovidiwpa TEPLEXEL OTO XPWHO-
owpa 20q'2-132 1o AITOUPYIKO KOUUATL TOU YOVI-
diou ™¢g Tomoicouepdong I. H avBpwriivn Toroi-
oopepdon | mpwTteivn, eival €va HOVOUEPES HO-
plakou Bapoug miepinou 100 KD kat dev xpeldle-
Talt ATP yia TI§¢ KataAuTIkeg NG dpaotnpldTnTES.

Ta avBpwriva KUTTapa mePLEXouV 2 100Evuua
™™g Tormoioopepdong I, T Topolla kat v Topol-
Ib, oL omoieq eivat 2 moAunerntidla poplakou Ba-
poug 170 K.Dalton kat 180 K.Dalton kat edpaco-
VTal 0Ta Xpwloowuata 179222 kat 3p?* avtiotoi-
XWG2.

Ta enineda ™ Toroioopepdong lla eivat ugn-
AOTEPQ KaTA TNV dldpkela Twv oTadiwv ypryo-
pou TtoAAanAactacpou, evw Ta emnireda tng To-
noioopepaong llb eivat ugnAd oe kutTOPA TA
oroia Ba erutiyouv pla “plateau” gdaon avarntu-
&ng.

H €kppaon g Toro-lla eivat uynAdtepn ota
KUTTapa Tou puelol Twv OOTWvV, Ta oroia eival
mAouola 0e TIPOMUEAOKUTTAPA KAl JUEAOKUTTAPA,
evwy dev aveupioketal ota WPLHa oudeTEPOPIAQ.
Emiong, n Toroicopepdon 18 eivat eAatTwuevn i
Oev avixveuetal 0Ta wpua oudetepdPpiAa. Me tnv
Bonbela bWV avilyovwv Ta loopepn g To-
noicopepdong lla kau 118 evtomiotnkav oe dlago-
pa pépn Tou mupriva. H a popen amavtdarar oto
KUTTapOTIAQoua evw 1 B popen eupiokeTal oTov
rupriva AuTEQ ol 2 pJop@EG NG Toroioopepdong
Il €xouv dlAPOPETIKY eualclnocia ota Pdpupaka®.

H Aettoupyikry dpactnpldtnta Twv TOTOIoopE-

Nivakeg I, Il. AvaotoAeis ¢ Toroioougpaong I-ll
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pacwv ouviotatal oTo OMdAolHo NG €AIKOG TOU
DNA (tng piag €Akag 1 kat Twv dUo eAikwv yla
v Torto-1 v} Torto-Il avtioTola) To oroio emTpe-
nel otnv uroAowrn €Aika tou DNA va mepdoet
pHEOWw Tou onacipatog. Metd to népaopa G €AL-
KOG Ol TOTIOIOOUEPAOEG ETAVACUVATTTOUV (ETava-
OUYKOAOUV) TIG ortacpéveg €Alkeg Tou DNA%

O1 Toroicopepdoeq eival onuavTika eviupa ard
BepareuTikAg TAEUPAg OLOTL eival oTOXOL apKe-
TWOV QVTIKAPKIVIK®OV PappAKwv. Ol avaoToAeig Tng
ToToioopepAong rapepBaivouv pe 1o aoTabeg ou-
MTAeyHa To oroio dnuoupyeital and to £viuuo —
Toroioouepdon Kat To DNA kal To kablotouv Te-
pLocdTeEPO 0TABEPO. AlaPOPETIKA TO PAPHAKO (ava-
OTOAe(q NG TOTOiOOUEPAONG) AVACTEAAEL TO TE-
Aeutaio KOPMATL TNG PUOLOAOYIKYG dpacTnploTn-
Tag TWV TOTMOICOUEPACWY, TIOU AVTIMPOOWTIEUEL
v avadimiwon tou DNA petd v oAokAipwon
Tou mepdopatog NG €Alkog Tou DNAS.

H dnuoupyia Tou otabepoul cuprAgypatog DNA
— eviUuou — @apudkou eival umelBuvn yla TO
OTAUATNUa T™NG HETAypagrq To oroio aroteAel
™V anapxrn yeyovoTwv mou odnyouv otnv aro-
ntwon®.

MoAAG pdppaka eival yvwoTd 0Tt avacTtEAAOUV
TIG TOTIOIOOUEPAOEG, TA TIEPLOOOTEPA TWV OTIOIWV
avaotéAlouv v Toroicopepdon Il (Mivakeg |, 1)
(ZxMua 1). £T0X0¢ aQUTWV TWV PAPUAKWY AToTe-
Ael meploodtepo n Tomo-lla mapd n Toro-lIB8 n
ortoia ouoxeTiCeTal TEEPLOCOTEPO UE TNV dlapopo-
roinon’.

AvaocToAegi¢ Tng Tomoicopepdong | — Il

O avacToAeiq NG Tomoicopepdong otabepo-
molouv To oUPTAeypa Ttoroioougpdon-DNA mpo-
oTatevovtag £€T0L TO OTAOLO TwV eAikwv Tou DNA

MMivakag |

MMivakag Il

AvaotoAeic tng Toroioouspaong |

AvaotoAegic¢ tng Toroioougpaong |

1. Mapaywya kapmtoBekivng (oxriua 2)

CPT-11

Topotecan

9-apvoKaumToBeKivn
2. DX-8915
3. Mapaywya lvdokapBaldAng (NB-506)

(J 107088)

. Avahoya g KWvoAivng (UIKTOi avaoToAeiq)
. Avahoya tng Kwvo€aAivng
. Ampidicolin (7-ethyl-10hydroxy-camptothecin)

[20N ¢ I -8

. AvBpakukAiveq (doxorubicin)
. ErunodopuAlotoiveg (VP-16, VM-26)
. Napdywya avBpakeviou (pitogavipdvn,

avBparupaloieg)

. ENnttioiveg

. Akpdiveg (m-AMSA)

. AkTipopukivn-D

. AvTiyova g KivoAivng

. Avahoya g Kivo&ahivng

. Avahoya g BevCopatvalivng (TAS-103, XR11576)
. Ampidicolin (7-ethyl-10hydroxy- camptothecin)
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Zxnua 1. Ta avdAoya g KaumToBekivng, ouvbeTikd 1
Un, wg mapdywya Ing UNTEIKNG ouciage.

kKal apyotepa tnv Onuwoupyia véwv eAikwv. To
OUUTIAEYMA QAPUAKO (avaoToAEag Tng Toroioo-
uepdong) — DNA - toroioouepdon TPOKAAED Un
avaoTPEYIo ondotpo tng OInANG €Alkag Tou DNA,
TO oroio 0dnyei oTNV anomnTwon HECw BloxXNuL-
KWV 1] KAl YOVISLaKWV aAAaywVv (OTiwg avgnon Twv
emmnédwv TS p53 oykompwTteivngd).

Epeuvntikeég peAEteg €0el&av OTL Wa KAAoON
avaoctoAéwv tng Tomoicopepdong |, ot kaumntoBe-
kiveg, €0el&av eVTUTIWOLOKY] KUTTAPOTOELKY dpa-
oTNELOTNTA €vavTl ABUUIKWV TIOVTIKIWV 0Ta ortoia
eixav eveBel avBpwmivol dykol Ttaxéog evigpou®.
H duvatdétnta twv Kaumtobekivwv va Tapakd-
prttouv v MDR-1 appakeuTIKy avTiotaon ei-
vat €vag mpoéobetog mapdyoviag otnv eVIUMW-
OlaKY] Toug dpactneoTnTa oe dlaPopoug TUTIOUS
OyKwv',

H CPT-11 (kaumtoBekivn) avamtixdnke amod
™V QapUakeuTikny etalpeia Xakult Honsha kat
artoteAei eykekplpeEvn xnuelobepareia (otig HIMA
Kat otnv Eupwrn) yla Tov Kapkivo Tou Tayxeoq
evtépou, emneldr o ouvduaouog CPT-11 + 5FU +
LV €delEav 6pelog otnv emBiwaon OUYKPLVOUE-
vog [e Ttov ouvduaoud 5FU + LV oe duo peyd-
AEQ TUXALOTIOINUEVEG LEAETEG. AKOUN OTNV lanw-
via o ouvduaouség CDDP — CPT-11 ritav KaAuTe-
pog ard Ttov cuvduacud CDDP-VP-16 yia 1n
Bepareia g ekTeTAPEVNG vooou oto SCLC (ut-
KPOKUTTapIkO Ca mveupovag). AKOUN O avWTEPW
ouvOuaopog eival dpaoTtikdg Kat gvavTl Tou Mn
MikpokuTTapikoU kKapkivou mveupovog'2,

H Daiichi Pharmaceutical Co avémtuEe €va
ePLO0OTEPO DPAOTIKO avAAOYyo TNG KAWTITOBEKI-
vng 1o DX-8915f ° éva véo avaotoAéa tng To-

noicopepdong I. H Banyu Co avémtu&av veoug
avaotoAeig g Tomoiocopepaong | arnod napaywya
™G wvdokapBaloAng ta NB-506 kat J107088 ta
oroia €xouv €va eupu BepameuTikd TAaiolo. To
J107088 Bpioketal oe ¢daon | peAétn otig HMA
kat onv lanwvia. Autd ta avaloya dev epPavi-
oav Kauld daotaupwpevn avtiotaon pe ta eap-
HaKa Tou ekppalouv MDR-1 avtiotaon'2

Newtepa @dpuaka 6nwsg Ta avdAoya tng Kivo-
Aivng, €del&av mapdpola KUTTapoToEIKY) dpaon pe
MV YVWOOTH QVTIUITWTIKY) dpAon NG TPIKUKALKNAG
akpidivo-4 kKapBoEauidNg (UIKTOG avaoToAEag NG
Tomoicopepdong I-1)'3. "Edel&av dpactnpldotnTa
gvavtl g Jurkat avBpwTiivng AsUXalUIKNG OEL-
pdag kat Twv oelpwv JCA kat JLC ol oroieg eival
Topo-ll avBeKTIKEG AEUXALULKEG OELPES, TILOTEUO-
vTag €10l OTL N KUTTAPOTOEIKY) dpaoTnpldTnTa Toug
dev opeileTal AMOKAEIOTIKA OTnNV avactoAn Tng
Tonoioopepdong II'3. Ta avdAloya tn¢ Kivo&aAi-
vng, €del&av Alyétepo KutTtapoTtolikd ard Ta avd-
Aoya g KvoAivng, aAAd €xouv Ttapdpolo TpoTo
dpaong™.

Ta vewtepa autd avaloya £0el&av va eival
MikTol avaotoAeig kat tng Tormoicopepdong | kat
™¢ Il. 'Hrtav tpeig AoyaplBpIkeG KAILAKEG TiEPLO-
06tePO KuTTapoTogika ard 6Tl n DACA (tricyclic
acridine-4-carboxamide) kat n doxorubicin oe av-
BpWrveq KUTTAPLKEG AEUXALUIKEG OELPES, KABWS
EMIONG Kal 0e avBpWTIIVEG KUTTAPIKEG OELPES Kap-
Kivou maxéog evtépou’s,

MeTappaoTika dedopéva

MeA€teg amod 1o EpeuvnTikd Kévtpo Kapkivou
otnv Néa Yopkn €del&av OTL oL avaoToAeiq ng
Toroioopepdong | (kapmtoBekivn) Kat oL avaoTo-
Aeiq¢ ™Q Tomoioopepdong Il (tevirtooidn kat apoa-
Kpivn) emuteivouv v amnoémntwon ot HC-60 av-
BPWTIVEG KAPKIVIKEG KUTTAPIKEG Oelpég ™. Ol epeu-
vnTEG Bprikav pa pEBodo wote va PeTpolv TO
OTTIAOLO TNG HovNg 1) TNG SIMANG €Aikag Tou DNA
oav arnoteéAeopa g evepyoroinong Ing evdo-
VOUKAeAoNG Twv HL-60 KOPKIVIKWV OEpWV TIOU
Beparevovtal pe toug avaoctoAeig tng Toroico-
pepdong | i kau I1'4,

AANoL epeuvnTeg and Tnyv lanwvia xopriynoav
€TOMOOION Kal KaumToBekivn ol omnoieq enetelvav
TNV anonTwon avepwTivwV KUTTAPIKWY KAPKLVL-
KWV CElpWV and KAapkivo paotou kal pooTdaTtou.
Katd ™ dudpkela g anontwTikhg diadikaociag
napatnEneénke auvgnon Ttou avactoAéa p27 TNng
Klvaong g KUkAivng. H avdAuon pe Kuttapope-
Tpia ponig €del&e OTL N Beparteia eixe oav arote-
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Aeopa 1o oTapdTnua Tou KUKAou otnv ¢aon G2/
M. AT6 Tn peA€tn ouprepaivetal 6TL autd Ta KUT-
Tapa elwoEpyovTal otny pAaon g andnTwong He
™ Bonbela Ing etomooidng Kat NG KaUmToBeKi-
VNG Kal 0 avaoTtoAgag g, eEapTwpevog and v
Klvdon tng KUKAivng railet karolo péAo katd v
dldpkela NG anontwTikig dladikaoiag?C.

Mapatnpenénke aunuevn €kepaon g Toroi-
oopepdong | oe oepvopaTa Kat UBPUIKA KapKL-
vopata avBekTikd otnv Xnuelobepareia, kKat ¢pai-
vetal 6Tl oL avaoctoAei¢ Tng Tomoicouepdong |
propei va aroteAolv Xprolpa pappaka ya tnv
XnueloBepareia Twv avBpwrivwv Gykwv amno yev-
VNTIKA KUTTapa (germ cells) avBekTiKwv OTnv
XnueloBepaneia'® (Zxnuata 2, 3, 4).

Epeuvntéq and to Memorial Twv HMA, ava-
PEpouv OTL N TIPocBNkn TNG @AaBoripidoAng (Lia
eEapTweVT KUKAIVN NG KvAong) evepyorolel Tnv
anonTwon Kat euatcdntorioei To KUTTAPO va odn-
ynbei oe Kuttapkd Bavato. MNpooBEToviag Tnv
pAaBoripldOAn petd ard v CPT-11 otnv Bepa-
Tieia avBeKTIKWV OYKWV TOU TIaXE0G EVIEPOU, UTTP-
&e dunmAaolaopdég ™G Opikpuvong Tou GykKou o€
avOPWTIVEG KUTTAPIKEG OELPEG AVOEKTIKWV OYKWV
Tou Ttax€og eviépou (p-21, Het 116) kal oe abu-
MIKA TovTikia (xenografts)’.

Mia véa opdda papudkwv ot Beviopaivaliveg
HE KuploTEPO ekmpoowtio To XR 11576, qaivetal
O0TL avaocTtéAAouv tnv Toroicopepdon | kat Il dpw-
vIag oe OLaPOPETIKEG PACELG TOU KUTTAPIKOU KU-
KAou'8,

H XR 11576 (£xnpa 5), £del&e ONUAVTIKY| KUT-
TAPOTOEIKOTNTA EVavTL EVOG PEYAAOU “TIAveN” av-
BpwTivv KUTTAPLKOV Oelpwv améd dlapopoug
oykoug (IC,: 6 — 47nM). Akoun autn 1 oucia dev
emnpealetar and v MDR-avtiotaon rou ure-
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Zxnua 2. loxupn Tomo-l BetikdétnTa
0E WPLLO TEPATWHA META amd Xn-
peobepareia. daivetal n OeTIKOTN-
Ta XOVOPOKUTTAPWY Kal KOKKWOEQ
ETIONALO.

Zxnua 3. loxupn) Toro-l BeTikdTNTA
oe Ooykoug “yolk sac”.

O
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Zxnpa 5. Aopr) Tou XR11576

CHs
|

4 N
o N CH,

pekPPAlel v p YAukompwteivn, 1] v mpwtei-
vn rou cuvdgetal pe v MDR, 1j and v xaunAn
€kppaon g Toroicopepaong Il. H oucia €del&e
TIAPOUOL0 (PAPHAKOKIVNTIKG TIpopiA dpdong oe
movTikia petd amod IV 1) p.os. xopriynon. Akéun
£del&e OpaotnpdTNTa in Vivo og €va aplBpod dykwv
onwg: (H69/p) kat (H69/LX4) avBpwriiveq KUTTO-
PIKEG OELPEG O MIKPOKUTTAPIKG KapKivo Tveu-
pova Tou eK@PACOUV TIOAAQMAT} (PAPUAKEUTIKN
avTioTaon, Kabwg Kal oe avOeKTIKEG oelpeg MC26,
HT29, kapkivou max€og evigpou petd arod IV 1
p.0s. Xoprynon.

H dpactpwdtnta g XR11576 eival napo-
polwa pe g TAS-103 (évag akdéun avaotoA£aq
mg Tomoipyepdong | kat Il). daivetar 6t n XR
11576 eival €va veo UTIOOXOHUEVO QVTIKAPKLVIKO
pAappako pe IV kat p.os. dpactnploTNTa Kat ETIAE-
XTNKE Yia TMepaltépw avarmtugn'®

H aphidicolin, évag véog avaotoAéag g DNA
rioAupepdong, erteivel To dupactkd drAd ondot-
pOo Twv eAikwv Tou DNA kal evepyorolei Tpelg
enavopbwTikeg TpwTteiveg Tou BirmAou omaocipa-
T0g TwV eAikwv Tou DNA [DNA-dependent protein
kinase (DNA-PK), NPS1-MRE11-RAD50 and
BRCA1], ol oroieg £mMavacuykoAouV TI§ EAKEG TOU
DNA2?0 (Zxnjua 6).

-

Zxnua 4. OetkoTNTA OTNV Kabn)-
Awon tou ruprva. Eival epeavng n
loxupn BeTikdTNTA NG TPLPACIKAG
piTwong
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Zxniua 6. Avixveuon tng amomntwong Peta and Bepa-
nieia pe IC,, SN-38. Ta anontwTikd KUtTapa avixvelo-
vtat pe 1o TUNNEL neipapa. AnekoviCovtal duo ma-
padeiypata: A. to control xwpig Bepareia kat B. 48
wpeq PeTA Bepaneia. C. pe v péBodo Western blot
BAgniete TNV peiwon g PARP [poly(ADP-ribose)poly-
merase].

AvTtioTaon oToug avacToAE€i§ TNG TOTIOICONE-
paong

Motevetal 6L otnv Owadikacia TPOKANONG
avTiotaong otoug avaotoAeiq g Tormoicouepd-
ong euBuvovTtal duo unyaviopoi '

1) EAattopéva emimeda g €kppaong 1 Ing

OpaotnplotnTag Tou yovidiou g Toroioopue-

paong Il kau
2) MetaAAd&elg tou yovidiou tng Tomoioouepd-
ong Il

H eEakpiBwon Twv onuelakwv HeTaANAEEwWY OE
TIOAAG onpeia Tou yovidiou tg Toro-lla Teptypd-
PTNKE ot dLAPOPEG KUTTAPIKEG OELPEG AMO KAPKi-

vo TiveUupova KaBwg emiong Kal ONUAVTIKEG He-
TaAAGEelg oTo yovidlo Tng Toro-122. Z¢ éva peya-
MO TIAVEA KUTTAPIKWV OELPWV ard Kapkivo rveu-
pova, BpeONKe POVO pla ONUAVTIKY) HETAAAAEN OTO
yovidlo g Tomo-lla. AutA n petdAAagn agpopou-
oe €va YEPOG TOU XPWHOOWHATOG 3 Kal TPoKa-
Aouoe eAATTWON TNG TEPLEKTIKOTNTAG TOU ev{U-
pou oe DNA kKat autd mpokaAouoe eAATTWHEVT
avtiotaon oto pAapuako®.

Epeuvntég and 1o lMaveruotruio tou Louis-
ville (Kevtdaku — HIMA) 8prikav OTL 0 HETAYPAPIKOG
napaywv E,F-1 (mpwteivn) kat n unepekppaon
TOU 0g OYKOUG ard peAdvwpa ouvdgeTal e Xn-
HEeloavOeKTIKOTNTA OToUg avacToAeiq g Tormoi-
oopepdong Il. Auti n pwteivn napepBaivel otov
TIOAAQTTAQOLAOUO ToU KUTTApou, aAAd aroTteAel kal
€va evdldueoo povordrtl Tng andéntwong. Zuvdla-
oav Beparneia pe adplapukivn 1) etorooidn padi
ue E,F-1 (popea amod adevoid yla peTagopa yovi-
Oiou) oe KUTTAPLKEG OELPEG pEAavWATOG Kal Bpr)-
kav OTL N ouvduacuEvn yovidlakny Bepareia pe
Toug avaotoAeig g Tomoipepaong Il poogpepe
87% katL 91% eANATTWON TOoU PEYEBOUG TOU OYKOU
avtioTolXa, CUYKPLTIKA PE TIG ouadeg eAEyyxou (p
< 0,002) oe apoevikd aBupIka movTikia®s,

Avapépouv 0Tt urip&e ouvepyikn dpdon otnv
aronTwon (TPOYPAKHATIOUEVO KUTTAPIKO BAvaTo).
Metd v ouvbuaopevn Beparteia to Ad-E,F-1 (Tov
adevoid yla tnv petagopd yovidiou) Kar Toug
avaotoAeiq tng Toroipepaong Il (adplapukivn 1
€TOTO0ION) in Vitro 0e KUTTAPIKEG OELPEG ard e-
Avopa Kat in vivo oe aBupikd movtikia. Autd
avoiyel veéeg BeparmeuTikEG OTPATNYLIKEG ouvdua-
opou avactoAéwv Tormoicopepdong kat Movidia-
KNG Oepareiag oto pHéEAAOVS,

ABSTRACT

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

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

cology 1 (4):195-201, 2002.
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Gatekeepers of the cell cycle

Samuel Murray

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

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

Decision Making

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

AleuBuvtiig Tunuatog Moplakig Bloloyiag & leveTti-
kNG, Noookoueio Metropolitan, 18547 NéEo daAnpo,
Abriva. TnA. 210 4809000, Fax. 210 4809245, e-mail:
smbhsam@hotmail.com

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

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

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

- Ink4 proteins act through antagonizing the for-
mation and activation of Cyclin D-CDK4/6 com-
plexes, and thus pRb.

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

- pRb pocket-proteins modulate the activity of
E2F transcription factors and histone deacety-
lases.

The co-ordination and redundancy of these
pathways still remains to be elucidated, however,
it appears that there is a certain point in the G,-
S transition where innate machinery takes over
and the cell becomes committed to cell cycle
progression.
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Unlocking transcriptional repression with kinases

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

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

wave of cyclin D-dependent kinase activation there
is an increase in the levels of cyclin E-CDK2
activity. Both cyclin E and CDK2 are ubiquitously
expressed. Their assembly, unlike that of cyclin D-
CDK4/6, is not mitogen-dependent. Both of these
cyclin-CDK complexes assist in promoting S-phase
entry through the phosphorylation of pRb result-
ing in the release of E2F transcription factors
from an inactive or repressive pRb-E2F complex.
It appears that phosphorylation of the pRb-E2F
complex by cyclin D-associated kinase releases a
histone deacetylase activity alleviating transcrip-
tional repression. The cyclin E-associated kinase
is then thought to phosphorylate the complex fur-
ther, thereby dissociating the pRb-E2F complex
by disruption of the pocket domain.
Dephosphorylation and phosphorylation of the
CDKs are themselves controlled by various ac-
cessory phosphatases and kinases. The CDK-as-
sociated protein phosphatase KAP is a dual-spec-
ificity protein phosphatase that dephosphorylates
CDK2 in a cell dependent manner. KAP is ex-
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Figure 1: CDKs in the cell cycle and G,/S commitment.

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

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

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

Latter phases of the cell cycle

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

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

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

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

Commitment and G,-S cell cycle entry inhibitors

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

Ink4 family:

There are currently four members of the Ink4
(inhibitor of CDK4) family: p16ink4a, p15Ink4b,
p18Ink4c and p19Ink4d. They can all inhibit cyclin
D-associated kinase activity by competing with
CDK subunit binding. Their regulation of expres-
sion is as yet not well characterized. p16Ink4a is
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classified as a tumor suppressor following corre-
lation of mutations associated with melanoma, and
p15Ink4b is induced by TGF-beta. Less is known
about p18Iink4c and p19Ink4d apart from their
preference for CDK6 and that there expression is
differentially regulated during development.

Cip/Kip family:

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

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

The beginning of the end

Some simple facts to remember: A) Both cy-

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

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

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

Implications for Cancer

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

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

Targeting of CDKs for anticancer therapy

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

act by transforming the activation state of CDKs.

By correcting cell-cycle checkpoints, CDKs can

selectively ‘push’ tumor cells towards apoptosis;

therefore, their inhibitors potentially act through
apoptotic pathways. CDK modulators currently in
clinical development include:

- The direct inhibitors: purines and purine ana-
logs (olomucine, roscovitine), natural or syn-
thetic products (flavopiridol, staurosporine, UCN-
01, suramine), and peptides (p16-p21 mimics).

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

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

Rapamycin is a natural product (a macrolide
initially isolated as a pesticide from bacterium
Streptomyces hygroscopicus) with antimicrobial,
immunosuppressive and anticancer properties.
Pharmacological action follows ligation to the in-
tracellular protein FK506 and subsequent inhibi-
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Figure 2: Modulators of cell dependent kinases
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tion of its protein kinase, mTOR. mTOR signals
two different control pathways for the transcrip-
tion of specific mRNAs. Inhibition of mTOR leads
to cell cycle arrest in phase G,. Rapamycin and
its soluble analog CCI-779 (produced for intrave-
nous use) have entered clinical studies for their
potential anticancer actions. Initial phase | studies
have shown that CCI-779 administered as a 30-
min infusion every week, demonstrates antican-
cer activity in several solid tumor types, with min-
imal toxicity, consisting mainly of skin rash.

A large number of peptides that mimic the
behavior of natural proteins important in the cell
cycle have been produced synthetically and are
being studied for their potential anticancer activi-
ties. Examples include the peptides CYC101,
CYC102 and CYC1083, with sizes smaller than 10
amino acids. Other peptide CDK modulators,
CYC202 and CYC400 have successfully concluded
preclinical study and are now in early clinical de-
velopment.

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

Xoprjynon ZD1839, evoe avactoAéa TG TUPOGIVIKNG Kivaong

TOU emodeppIKOU auEnTikou mapdyovrta, w¢ Bepameia didowong o
000EVEIC HE EKTETAPEVO HN-MIKPOKUTTAPIKO KAPKIVO TOU TVEUMOVA.
H epmeipia ¢ OykoAoyikiic Khivikiic Tou MMavemoTnyiakou
Noookopeiou HpakAciou

A.l. TldAAng, A. Maupoudrig, B. MrollovéAou, N. zevidng, . MnAdkn, N. Bapddkng,
B. lewpyouAiag

MEPIAHWH
2kortog: Na a€lohoynooupe Tnv acpAiela Kal TNV AmoTEAECUATIKOTNTA TNG XOprHynong Ttou
ZD1839, £vOQ €KAEKTIKOU, amd TOU OTOMATOG XOPMNYOUUEVOU, AVAOTOAEQ TOUu UTIODOXEA TOU
emdepuikol auéntikou mapayovta (Epidermal Growth Factor Receptor, EGFR), wg povobepa-
neia oe MPoBepameupEVoUg aoBeve(q e TIPOXWPTMEVO UN-UIKPOKUTTAPLIKO KAPKivo Tou Tveu-
pova. AoBeveic-Ocpareia: Tplavtd €vag acbevei§ e TIPOXWPNUEVO, UN-XELPOUPYNOLUO (0TADI0
llIB-1IV) NSCLC, ol omoiot gixav AdBel pia 1 dUo TPONYOUPEVES YPAUUES XnueloBepareiag,
€haBav amd tou otopatog ZD1839 250 mg nuepnoiwg. Ot aoBeveiq Tou eixav AdBel poévo pia
TIPONYOUUEVN YPAUUN XnueloBepaneiag £rpere va eival yla orolodnrnote AOYo akataAAnAol
yla xopriynon deltepng YPauung XnueloBepareiag. ArroteAsouara: To I0000TO EAEYXOU TNG
vooou nNtav 32% (1/31 aoBeveiq eixe peplkn avtanodkplon kat 9/31 otabepry vooo) kat n
Oldueon OuVOAIKY erBiwon 23 €B8douddeg (eUpog:4-40). BeAtiwon TwV CUUMTWUATWOV NG
vOOOoU Kal NG moldtnTag (wng napatnperénke oto 39% twv acBevwv OcuvoAlkd Kat oto 83%
TWV acBevwv ol omoiol mapouciacav €Aeyxo g véoou. O diduecog Xpdvog HEXPL TNV BeATiw-
On TWV CUUMTWHATWV NTav Teelg £60ouddeg (eupog 2-4). Ol averBuunteg eveépyeleg Ntav
oxXeTIkd e (grade I-ll) kat avaotpePipeg Kat agopouoav Kupiwg deppatikd eEavbnua, didp-
pola Kat kataBoAn. Zuunepdoua: To ZD1839 eupdvice kAwvika a&ldhoyn dpacTtikéTnTa Kat
odnynoe oe onuavTtikn BeAtiwon g rowdTag (wng, oc autn v oudda Twv Bapld mpobepa-
neupévayv acbevwv pe NSCLC. ErutAéov 1 xoprynon ZD 1839 napouciace €EalpeTikA WIKPEN
TOEIKOTNTA pe TNV TIASLOVOTNTA TWV AVETIBUUNTWY EVEPYELWV va €ival Nreg Kal avactpeYPL-
peg. Aé€eig KAeldid: ZD1839, un-UIKPOKUTTAPIKOG Kapkivog mveupova, Bepareia didowong.
Brpa KAivikiig OykoAoyiag 2002, 1 (4):208-219.
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Eicaywyn

H opdda twv unodoxswv HER, mepiAauBavel
T€00ePLG, doUKA TTapdpoleq MpwTteiveg, pe dpdon
TUPOOLVIKNG Klvaong, tnv Erb-1 (Yrmodox€ag tou
Emdepuikol Augntikou Mapdyovta, Epidermal
Growth Factor Receptor, EGFR), v Erb-2 (HER2/
neu), Kat Ti§¢ Erb-3 kat Erb-4. Ot urtodoxeig autoli
BpiokovTtal UTIO TNV HOPPY] HOVOUEPOUG TO OTIoi0
HeTA ard dieyepan moAupepifeTal (OHOdIUEPES M)
eTepodipepeg petaku Tou EGFR kal karolou GA-
Aou péloug tng owkoyevelag). O EGFR unopei va
OleyepBei kKatomv ouvdeong e pia oelpd popiwv
ouprniepthapBavopgvou tou Emdepuikol Augntikou
MNapayovta (EGF), Tou MNapdyovta Avartuéng tou
‘Oykou-a (TGF-a, Tumor Growth Factor-a), kabwg
Kal Twv betacellulin, epiregulin kat amphiregulin’.
H ouvdeon twv popiwv autwv otov EGFR €xel
oav artoTEAEOUA TOV OXNMUATIONO €vOg dluepouq
Kal oTnVv OUVEXELQ TNV EVEPYOTIOINON Tou urodo-
X€a HECW AUTOPWO@OPUAIWONG TIoU KataAletal
anod TNV TUPOCIVIKY Kivdon?2. AuTh 1 evepyortoin-
on odnyel otnv €vapgn plag diadikaciag petado-
ong Tou OfuaTog OTOoV TUPNva, N oroia ennped-
CeL Tnv ouvBeon tou DNA, v avartugn kat tnv
QronTWoN Tou KUTTApou?,

O EGFR ekppdletal oe €va peydho aplouod
OUUTAaYWV OYKWV (LaoToU, KOAOOPBIKOG, WOBNKW®Y,
KEPANIGQ-TPAXT)AOU), CUUTEPIAQUBAVOUEVOU Kal TOU
40-80% TWV WUN-HIKPOKUTTAPIKWY Kapkivwv Tou
riveupova (NSCLC)35. H digyepon tou EGFR @ai-
VETAL Va TIPOodyel TNV avamntuén Tou 6ykou au&d-
vovTag Tov pubud Tng KUTTaplkng daipeong, tnv
duvatdéTnta Tou KUTTApou yila dyénon, v ay-
yeloyg€vveon Kal TEA0G eAATTWVOVTIAG TNV KUTTa-
PIK1 anontwon®®. EmmnAgov, olyxpova dedopéva
urtootnpiCouv 6TL €kppaon Tou EGFR oe peydio
T0000Td OXeTiCeTal pe emBeTIKOTEPN VOO0 Kal
XelpdTepn mpoyvwon %! eved acBeveiq Twv oroiwv
oL 6ykol uriepekppalouv EGFR €xouv pikpoTepn
emBiwon oe oUykplon pe autouq tou €xouv EGFR
apvnTikoUug dykoug'?, av kat auté dev emBeBalw-
VETAL Ao OAeQ TIG HeAETEGS.

H ouxvotnta €kppaong tou EGFR otouqg av-
Bpwrivoug dyKoug, KaBwg emiong Kat o onuavTl-
KOG POAOG TOU OTOV KUTTAPIKO TIOAAQMAQOCLACUO
Kat Tnv Kavotnta dijénong, kabotouv Tnv ava-
otoAr} Tou EGFR wg €va duvntikd BepareuTtikd
OTOXO OTNV QVTIHETWIION TWV KAKONBWV GYKWV.
MovokAwVIKG avTiIonpaTa Katd Tou eEWKUTTAPLOU
Tuiuatog tou EGFR (mx. C225) énwg ermiong
Kal avaoToAE(§ TNG TUPOOLVIKNAG KlvAong Tou UTto-
doxea (r.x. OSI-774, ZD1839, CI-1033) €xouv

avantuyBei kat xpnotporondei®. To ZD1839 ei-
val €vag €KAEKTIKOG, ard TOu OTOUATOG XOopn-
YoUUEVOG avaoTOAEAG TNG TUPOOCLVIKYG Klvaong
Tou EGFR, o oroiog TpoKaAei TIAT)pN avaoTOAT
™m¢g autopwoPopuAinong Tou EGFR oe kutTapt-
KEQ OELPES, 0 £EAIPETIKA UIKPEG OUYKEVTPWOELS
(avaotoAn ™ng avdmtuéng tou 50% Twv KUTTA-
PWV O OUYKEVTPWOELG TIOU Kupaivovtal arod 0.02
uéxpt 0.08 umol/L)™.

>¢e TIPOKAWVIKA povTEAQ, To ZD 1839 mnapouocia-
O€ ONUAVTIKY] aVTIVEOTIAQOUATIKY) OpACTIKOTNTA O
KUTTAPIKEG OELPES (KOAOOPBIKOG KAPKiIvOGg, KAPKi-
VoG WwOoBNKwv, Kapkivog paoctol) Kabwg emiong
kalt oe Telpapatélwa pe aAAopooyelpata Kapki-
vou Tou maxeog eviepou, NSCLC kat kapkivou
Tou mpootdtn?'4. H xoprjynon tou ZD1893 oe
OouvOUAOUO LE KAQOOIKA KUTTAPOOTATIKA (pApUaKa
(r.X. Ta&aveg kal TAativouxa) oe Telpapatélwa
pe aAAopooyeupata Kakonbwv Oykwv eixe wg
artotéAeopa v emBpdduvon tng avanTtuéng Tou
OYKOU, Ot OpPLOUEVEG TIEPUTTWOELG Heiwon Tou
HEYEBOUG TOU OYKOU Kai errmAgov augnon ng
emBiwong 1%, Emnpoodeta, 1 xoprynon ZD1839
Atav oAU KaAd avekTh Kal rmapouciace TIOAU friia
ToEkOTNTA'®. Ta dedopéva NG TOEKOTNTAG Kal
™mG¢ QAapUAKoKIVNTIKAG Tou ZD1839, peAetOn-
Kav og UYleiq €BeAovTEg, o DdUO TUXALOTIONUE-
veg, OIMAEG TUPAEG peAETeq. H xopriynon Tou
ZD1839 oe ddoelg peyalutepeg tTwv 1000mg
nuepnoing ya tpeig ouvexeiq nuépeg napoucia-
o€ TIOAU frila To&IKATNTA Kat TIoAU KaAr) Blodlabe-
owétnta, n oroia dev emnpealdTav oNUavTika

anoé v Tautdxpovn Xopriynon tpo@nge.

MeAéTteg paong |

H aopdAela g xoprjynong tou ZD1839 ekTti-
UrBnke oe pa oepd ard mpoopata dnUooIEUpE-
veg MEAETEG pAoNg |, OTIG oroieg CUVOAIKA peTei-
xav meploodtepol and 250 acBeveiq! "% H avw-
Tepn avekt doon (maximum tolerated dose, MTD)
Ntav 800 mg Katr oL ouxvotepa avapepOUeVe]
1o IkOTNTEG grade I-Il Kat OTIqG TPELG HEAETEG TAV
OKMOEIOEG DEPUATIKG €EAVONUQA OE TIOCOOTO e
yYaAUTepo Tou 50% Twv acBevawv, didppola (40-
50%), vautia-€uetoqg (20-25%), kal onaviotepa
KVNnopog kat kataBoAr. To§ikétnta grade -1V
avapePETal Omavia Kat Kupiwg oe dooelg peyaAu-
Tepeg Twv 700mg. ErumAdov dev avapepetal
aBpoloTIK TOEIKATNTA PETA amd Tnv Xopnynon
Tou ZD1839 yia neplocdtepoug amod 250 prjveg
(patient-months) 8. Kat oTiq Tpelg peAéTeq Ta aro-



210 BHma KainkHs Orkonorias Topog 1, Telxog 4, OktwBplog - AeképBplog 2002

TeAéopata dpacTIKOTNTAG Tou (pappdkou nTav
€VOAPPUVTIKA PE TO TI0000TS oTabeporioinong Ing
vooou va eivat 14-25%17-19,

MeAéTeg ¢daong Il

Yrdpyouv apketd dedougva and tnv xopriyn-
on tou ZD1839 wg povoBepareia deutepng 1
PG Ypauung oe Bapld poBepareupevouq acte-
veig (oL oroiol eixav AdBel 1600 Ta&Aveg, 60O Kal
nAativouxa) pe NSCLC, pe blaitepa evbappuvTi-
KA aroteA£oparta. Ta MocooTd avtarokplong mou
avagepovTtal Kupaivovtat and 5.8% pexpt 18.5%,
EVW OE OAEGQ TIG MEAETEG TIEPLYPAPETAL Eva TIOAU
nro mpogiA To§ikdtNTag2%-28 (Mivakag 1).

[Blaitepo evdlagEpov Tapouctdlouv oL PEAE-
Teq IDEAL 1 Kat 2 AOYyw Tou PeYAAOU TOUG HEYE-
Boug?526, OL peAéteg auTég ouprepléAaBav Te-
plocotepoug arod 400 acBevei OUVOAIKQ, OL OTToioL
elyav mponyoupeva AdBel TOUAAXLOTOV pia ypap-
un xnueloBeparieiag mou mepleixe mAativa, evw
otnv IDEAL Il dUo ypaupég Beparteiag rjtav npoa-
nartoupeveg (mAativa, kat tagdvn eite Tautdypo-
va eite dladoyikda). OL peAeteqg auteg eE€taocav
Ouo dlapopeTikeg ddoelg Tou papudkou, 250mg
kat 500mg. Ztnv IDEAL | o0 puBuédg avtanokplong
Atav 18.4% yla v déon twv 250mg kat 19%
yla ta 500mg, evw yla v IDEAL Il Ta avtiotol-

xa 1ocootd rjtav 11.8% kat 8.8%. H didueon emu-
Biwon nftav 7.6 (250mg) kat 7.9 (500mg) avti-
otolxa ywa tnv IDEAL | kat 6.1 (250mg) kat 6.0
(500mg) yia v IDEAL Il Kat oTiq dUo peAeTeg N
To&kOTNTA fiTav Mjria (grade | kau ll), Kupiwg didp-
pola kat depuaTikd e€avOnua Kar HTav MANP®S
avaoTpEPLun e v dlakor| Tou pappdkou. Kat
oTIG dUO PEAETEG avapEPETal ONUAVTIKY BeATiw-
O TWV CUUTTWHATWV TWV OXETI(OUEVWY PE TNV
v600, KaBWG Kal ONUavTikn BeAtiwon tng mowdTn-
Tag {wrig2728,

Baolopgvol ota evBappuvTikd amoteAéopata
QUTWV TWV PEAETWV, Kal BEBOUEVWV TWV TIEPLOPL-
OpEVWV BePAMEUTIKWV ETIIAOYWV Yla Toug acBe-
veiq pe ektetapgvo NSCLC, dieEayaue pia peAe-
™ ¢@aong ll, mpokelpevou va a&lohoyriooupe Tn
OpacTIKOTNTA KAl TNV acPdAela NG Xopnynong
Tou ZD1839 oe mpobeparneupevoug aobeveig pe
NSCLC. O npwTtelov otdyog TG HEAETNG NTaAV
TO TIOO0OTO €AEYXOU TNG VOOOU (QVTIKELUEVIKEQ
avtarnokpioelg ouv otabepn vooog) (Disease Con-
trol Rate, DCR). O1 deutepelovteg OTOXOL NG
HEAETNG oupmepleAduBavav Tnv TOEIKOTNTA, TN
Oldpkela andvinong (duration of response), to
XPOvo PEXPL TNV TPododo NG vooou (Time to Tu-
mor Progression, TTP), T ouvoAwr em8iwon (over-
all survival, OS), Tnv avakou@Lon TWV CUUTTTWUA-
Twv (symptoms relief) kat Tnv nowdtnTa ™G {WNQ

Mivakag 1. MeAéteg @aong Il, xopriynong tou ZD1839 wgq povoBepaneiaq oe mpoBepareupevoug acBeveiq pe

npoxwpnuévo NSCLC.

MeAsteg dong Il No aoBevwv Mepikny avtanokpion 2T1abepny vooog Aidpkela avranokplong
Noberasco et al?® 51 10 (20%) -
(ESMO 2002)

Liem et al?' 52 8 (15%) 20 (32%) -
(ASCO 2002)

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

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

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

Fukuoka et al*® 210 38 (18.4%) 75 (36.0%) -
(ASCO 2002)

Kris et al*® 216 25 (11.8%) - 3-7+

(ASCO 2002)

* évag aoBevrig pe TIAN)PN avTanokplon
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(Quality of Life, QoL). To ZD1839 xopnynénke
yla KGbe acBevy HEow €vOg TPOYPAUMATOSG TIa-
PNYOPNTIKNG Xopriynong (compassionate use) g
AstraZeneca, kat 6Aol oL acBeveig TAnpoucav Ta
KpLTMpla €viagng oTo MPOYPAUUa auTo.

AcBeveig-Oepancia
AdobBeveic

Ta kpijpla €vta&ng oto compassionate use
npoypappa g AstraZeneca, 1tav LOTOAOYIKA 1
KUTTAPOAOYIKA £TIBEBALWUEVOG, TOTIKA EKTETAWE-
vog 1 petaotatikd¢ NSCLC. ‘'OAot ot aoBeveiq
EMpeTie va €xouv AdBel TOUAAXLOTOV A YPAUUn
KaBlepwpevng xnueloBeparteiag 1j aktivobepareiag,
1 Ba €npere yla orolodniroTe AGYo va eival aka-
TAAANAOL yia xopriynon xnuetobeparteiag (r.X. Kakn
(PUCIKY] Katdotaon).

ErumA€ov KpLtrpla yla v HEAETN Hag TiEPLe-
AduBavav: ol eruAgEol aoBeveiq va fitav nAkiag
>18 €twv, pe duodldoTatn PeTpron vooo, poo-
OOKIHO MIBIWONG HEYAAUTEPO TWV TPV UNVOV
kat performance status <2 (katd v MNaykéouia
Opydvwon Yyeiag, World Health Organization
Performance Status, WHO-PS). ‘'OAot ot acBeveiq
EMPETIE va €Xouv amnoTuyel oe pia 1) duo mpoyeve-
otepeq BeparmeuTikeq aywyeg (TOuAdylotov pia
pe B8daon tnv mAativa). Ot acBeveig mou eixav AdBel
MOVO pla ypauur xnueloBepareiag €mnpere ermi-
ong va eivat akatdAAnAol, yla orolodnrote Adyo,
va AdBouv OelTepn ypauun xnuelobepareiag. H
TpoyeveaTepn akTvoBoAia emiTpemndTay, und Tov
0po OTL TouAdylotov TEooeplg £B8Oouadeq eixav
napeABel peta&u ™g teAeutaiag doong aktivoBo-
Alag kat g €vapéng g Bepareiag pe ZD1839.

H xoAepuBpivn opou Emnpere va eivat Atydte-
po ard 1.5 QopES TO avWTEPO PUGCLOAOYIKO OPLO
(Upper Normal Limit, UNL), n AST kat n ALT At
yotepo amod 2,5 popeg 1o UNL oe mepintwon 1ou
dev ummpyav oagpeiq NATIKEG YETAOTACELS, 1] Al-
yotepo and nevie gopeg to UNL pe mapoucia
NMATIKWV HETA0TAcEwV. ETIapKNG VEPPIKY) AsLToup-
yia fjtav eniong npoarattoupevn (kpeativivn opou
Atydtepo arnd 1,5 eopgg 1o UNL). O aplbuédg twv
0oUBETEPOPIAWY ETIPETIE Va gival PeYaAUTEPOG arto
1.5x 10%/L, kat 0 aplBuog TwV alUOTETANWY Tie-
ploodtepo amd 100x 10°/L. AoBeveig pe: i) 1oTO-
pIKO mapdtaong Tou dwaotruatog PR oto HKI
(meploadtepo amd 217 ms) [n napdtaon tou dla-
otuatog PR avagepbnke wg oxeTilduevn pe To
PAapuako avermBuuntn eveépyela (drug related ad-
verse event) Og TIPOKAIVIKEG UEAETEG TOEIKOTN-

Tag)], ii) LWOTOPIKO ONUAVTIKAG Kapdlaknig vooou
(aotaBnig otnBAYXN, CUMPOPNTIKY| KAPDIaKY ave-
ndpkela, €UepPayua Tou puokapdiou péoa oto
TIPONYOUUEVO £TOG, KOIAOKEG appubpieg) kat iii)
evepyou depUATIKNG VOOOU, 1Tav akataAAnAol yia
™V PEAETN. AcBeveiq pe YVWOTEQ LETAOTAOEL
TOU KEVTPLKOU VEUPLKOU OUCTHUATOG, OL OToieg
elxav mponyouuevwg akTivoBoAnOei Kat eixav KAL-
VIK} oupritwAatoAoyia fitav emiong akatdAAnAoL
H Bepareia pe oroiadrinmote AAAO KABIEPWUEVO 1)
MEPAUATIKO QAPUaKO ETpere va €xel dlakorei
TOUAAXLOTOV TE0OEPLS £BDOUAdEG TPV amd Tnv
eloodo Tou aagbevouqg otnv peA€Tn. ‘OAoL oL acBe-
veig €dwoav T yparttr Toug cuykatdbeon yia va
OUUETAOXOUV OTN MEAETN KAl TO TIPOYPAUA TIa-
PNYOPNTIKNG Xpriong Tou ZD1839 eykpibnke amod
v Emotnpovikny Emtpor Tou voookopeiou pag
Kal EKTEAEOONKE OUUPWVA HE TIG aPXEG Tou EA-
oivkL (Helsinki declaration).

Ocparieia

To ZD 1839 xopnyrbnke amd ToU OTOUATOS
oe pla doon 500 mg (duapepevn oe duo dOoELG
nMpwi-8pdadl) Tnv MPWTN NUEPA Kal ETELITA OE NE-
priola d6on 250 mg yla 12 ouvexeig £8dopadeg.
Ol aoBeveig €nalpvav v kabnuepvy déon katd
TPOTIUNON TO TPWI, KAl 1] AYWYY] CUVEXIOTNKE HEXPL
va gpgavioouv mpdéodo g vooou, N un arode-
KT TOEIKATNTA, 1] va armocupouv Tn ouyKaTdbeon
TOUG Yla cuppeToxXny oTn HEAETN. Katd ™ dudp-
kela Qg Oepaneiag pe to ZD1839 kavéva dAAo
(PAPHAKO PE YVWOTH 1} TiBavr) dpacTikdtnTa eva-
vtia oto NSCLC dev emtpendtav.

EkTiunon

H a&loAéynon katd tnv €icodo Tou aoBevoug
otV MEAETN NTav anapaitntn ywa 6Aoug Toug
aoBeveiq kat mepleAauBave TMANPES LATPIKO LOTO-
PIKO TOU acBevouq ouumeplAaUBavouevng NG
TIPOYEVEODTEPNG AVTIKAPKLIVIKNG Bepareiag, puot-
K| €€€taon kKal CwTIKA onueia, tTnv agloAdynon
Tou PS, HKT, yevikn aipatog kat mAnpn BloxNUIKO
EAEYXO, AKTIVOYypapia BWPaKog Kal TNV eKTiUNnon
TOU peYEBOUG Tou Oykou (akTlvoypagieg 1 uro-
AOYIOTIKEG TOMOYPAPIES). ZTIVONPOYPAPNHA 00TWV
KAl armAEQ OaKTIVOypagieq oO0TWV Ot TEPITTWON
TIoU umrjpxav TaboAoyikda otolxeia katd v 8aot-
K1) €€€taon ftav emniong arapaitta. H ektipunon
énpene va yivel péoa oe duo e€B8Oouadeqg mpLv
aré tnv €vapén Bepaneiag. H pualkn eE€taon Kat
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O AIMATOAOYIKOG Kal BlOXNUIKOG EAEYYXOG emava-
AapBavotav kKaBe duo £B8OopAdeg.

To&ikotnta

‘OAeg oL averuBuunteg eveépyeleg, Hadi pe pa
TIAY)PN TIEPLYPAPY) TOU YEYOVATOG KAaTtaypapoviav
kat 8aBpoAoyouvtav oUupwva Pe Ta KOva arto-
BekTd KpltMpla ToEkéTNnTag g WHO?. Z¢ mepi-
TITWON alpatoAoyIknig To§ikotntag = grade lll, yi-
vétav KaBnuepwvr eKTiUnoM NG ALATOAOYIKNG
KaTAotaong He YEVIKN aipatog, HEXPL UTIoXwPnon
™mg To&kdTNTag oe Babud < grade |.

H Bepaneia propoloe va diakomei £wg 14
nueEpeg oe mepintwon grade = Il alpatoAoyIkng,
1 UN-alpatoAoyLkig TOEIKOTNTAG, HEXPL TNV UTIOo-
Xwpnon g To§kkotNnTag oe BaBud < grade |.
Edv petd mv enavayxopriynon tou ¢apudkou ma-
patnpouvtav &ava grade = lll awatoAoyikn, 1
pn-aipatoloyikny ToElkdTNTA, 0 aoBeVI|§ ATOoU-
potav ard tnv peAétn. O aobeviig amocupdtav
eniong and tn HeAETN o oroladnnote nepinTw-
on ouvéBaivav Ta akdéAouba: pdodog vooou, dla-
Tapaxeg Tou kapdlakoU pubuou kal améoupon
™g ouykatdBeong tou acBevr|. Ot aoBeveiq TroU
artooUpBnkav TrapakoAoubouvTav yla TOUAAXLOTOV
T€00EPLG €BDOMAdEG aKOUN, Yla va eheyxBei n
QVTIOTPEYIHGTNTA TNG OXETIKNG UE TO PAPUAKO
ToEIKOTNTAG.

EKTiunon g kAVIKIG armoTeAeouaTikoTnTag
TOU papudkou

H ekTiunon g avtanokplong Tou OYKoU YIVO-
Tav KaBe 12 €B8dopadeq Bepareiag. Ol avTiKele-
VIKEG avTanokpioelg a&loAoynonkav ouupwva pe
Ta kprmpla Tng WHO?°. ‘OAeg ol peTpriolueg BAG-
Beq KabBopionkav katd TV €l0aywyn Tou acbe-
voUg OTNnV HEAETN Kal eAeyxoTtav Kad’ OAn tnv
Oidpkela TG peAENG. H a&loAdynon twv BAaBwv
€ylve pe tnv idla pEBodo oe KABe mepimTwon.
‘OAeg oL aKTIVOAOYIKEG €EeTaoelg alohoynriBnkav
arnod évav aveEdptnto aktivoAdyo. Ol avTIKEEVI-
KEG avTarokpioelq emBeBaiwbnkav pe €mavain-
Yn TOU AKTLVOAOYIKOU EAEYXOU €vav pnva apyo-
TEPQ.

BeATiwon twv oUUNTwUATWV Kal EKTIUNON NS
lMoiétnTag Zwng

Mia Ontikiy Avahoyikry KAipaka (Visual Ana-
logue Scale, VAS) xpnowomnomenke yua v a&lo-
AOynon kdabe evég and ta oxeTI(OpEVA YE TNV

vooo ocupntapata’?. H OAK ftav pa oplovtia
KAipaka tou Kupaivetal and 1 (xelpdtepog 8ab-
HOg) pEXPL 10 (KaAUuTtepog BaBuog), omou Intm-
Bnke and toug aobeveiq va onuelwoouv Tov apLb-
MO TIOU KOAUTEpPQ TIEPLEYPAPE TNV KATAOTAON
Toug. H OAK ocupmAnpwvdtav ard toug acbe-
velg kGBe dUo £B8Oopadeq. EmunmAéov Ta OXeTIKA
HE TOV OYKO OUMTIT®WHATA Kal i rodtnta ng
Cwng a&lohoynidnkav katd tnv eicodo otnv pe-
AETn Kau €retta kK&dBe duo €Bdopddeg, pe TNV
OUUTIAT)PWON TOou epwInuatoloyiou Lung Can-
cer Symptom Scale (LCSS). Auté 10 gpwtnua-
TOAOYlO amoteAeital and evveéa OUYKEKPLUEVA
ouuntwpata, mou a&loAoyouvtal ard Tov acbe-
vn] Kat €§L ouprtwpata mou a&loAoyouvTal aro
Tov yuatpos’.

2TaTIOTIKI) avdAuon

H peAétn auty €ywve pe Bdon €vav oxedla-
oo dUo dadoyikwv otadiwv (Flemming two step
design) Tou eneTtpere Tnv dlakom NG £loayw-
YAG aoBevwv otnv HeA€Tn av peta&l tTwv 15
nmpwtwv acBevwv to DCR ftav Atydtepo ard
20% (Ayétepo and 3 acBeveiq nmapoucialav €Aey-
X0 Tng véoou). Eav to DCR rtav uynAdtepo
aAdoL 15 erunA€ov acBeveiq €mpemne va evrta-
x6oUv otn peAETN. H TEPLYpa@iky] OTATIOTIKA
avaiuon mepltAauBavel Tnv peon Tiun, diapeon
TN, kat evpoq. H dokipaocia t (Student’s t-test
for independent comparisons) xpnotipornowiénke
yla tnv oUyKplon PEOWV TIHWV PETAEU opddwv
KaBwG Kal oL avTioTOLXEG HUN TIAPAUETPIKES UE-
Bodol (Wilcoxon kat Mann-Whitney U test). Eri-
mAgov 1 dokipacia Pearson-x? xpnotpornouidnke
yla Tnv oUyKplon TI00OOTWV Kat n avtiotoln
dokipaocia Fischer yla pun-mapapeTplkeg oUyKpi-
0e16%2. Alapopég HETAEU TwV opadwy og OTL ago-
pa Tnv emBiwon ekTunRdnkav pe v pEBodo
avaluong Kaplan-Meier33. H Sidpkela g avta-
TOKPLONG UTIOAOYIOTNKE amd Tnv nuEpa Ing mpw-
™G TeKUNPiwoNng NG avtarnokplong, HEXPL Ep-
pavion mnpdéodou véoou. H ocuvoAikn emmBiwon
EKTIUAONKE and Tnv €icodo oTnv UEAETN, UEXPL
To Bdvato Twv acBevwv yla OorolodNmoTe AGYO.
H evog €touq emBiwon UMOAOYIOTNKE XPNOLO-
rmowwvtag v péBodo Kaplan-Meier®. O xpovog
MEXPL TNV TPOodo NG vOoou UETPNONKe arod
v €i00d0 OTNV HEAETN pEXPL TNV NUEPA TNG
npwtng €vdelEng npoddou tng vooou.
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AnoTteAéopara
AdobBeveic

Amné tov ZentéuBplo tou 2001 péxptl tov lou-
vio Tou 2002, Tplavta €vag acBeveig elofxbnoav
0Tn MEAETN, Kal Tav OAoL EKTIUACIUOL Yia avTa-
nékplon kat toEikdtnta. ‘OAot o1 acbeveig eixav
Tponyouueva AdBel TOUAAXIOTOV Ula Ypauun Oe-
pareiag n oroia mepleixe TMAATIVOUXO (PAPLAKO,
22 (71%) dUo mpoyeveOTEPEG BEPATEUTIKEG ayw-
Y€Q (TMAativa kat Ta&dvn) kat 9 (29%) mnepioodte-
pPeq ard dUO TIPOYEVEDTEPEG BEPATIEUTIKEG ayw-
Y€Q. Ta XapaKTNPLOTIKA TV aoBevwv Tapouctd-
Covtal otov mivaka 2. H didueon nAkia rftav 60

MMivakag¢ 2. XapakInploTika acevwv.

n %

HAwia (€tn)

dlapeon 60

elpog 43-75
®uho

avopeq 27 87

yuvaikeg 4 13
WHO PS

0 4 13

1 21 68

2 6 19
loToAoyikog TUMOQ

TAGKWDOEQ 15 48

adevokapkivopa 13 42

HLEYAAOKUTTAPLKO 3 10
>tadlo vooou

1B 15 48

v 16 52
Mponyouuevn Beparieia

eyxeipnon 13 42

akTvoBepareia 19 61

Mpauueg xnuelobepareiag

2 YPOUUES 22 71

>2 YPAUUES 9 29

€tn (evpog 43-75), 87% Twv acbevwv Atav av-
0peg, 81% eixe PS (WHO) 0-1 kat 52% eixe oTd-
dlo vooou V.

Xoprijynon BGepaneiag- To&ikotnta

H duaueon didpkela g Bepareiag tav 8 £6d0-
padeq (eUpog 3-32+). ZuvoAlkd, 12 aoBeveiq (39%)
TMapEPELVaV 0T HEAETN Yyla = 3 prveg Kal TEVTE
(16%) yia =6 prjveq. Kat ot 31 aoBeveig ritav ekTl-
Mool ya To§IKOTNTa Kat 21 (68%) eixav TOUAG-
XlOTOV pla avertiuuntn eveépyela Katd tn dldpkela
™™g Bepareiag. O ouyxvoTeEPa avaPpepPOUEVES ave-
mluunTeg evépyeleg Ntav depuatikd eEavonuata
(akpoeldeg eEdvOnua 13 Bulakitida) (58%), dap-
pola (26%) kat vauTia/epeTdg (19%). TNV TIAEWVO-
TNTa TOUG Ol QVETIBUUNTEG EVEPYELEG 1TAV TTILEG
(grade | 1 Il) kat avaotpePipeg (rivakag 3). Av kat
18 (58%) acbeveig aveéntuEav €va deppaTiko eEAv-
Onua, oe 14 and autouqg rntav grade | 1 Il kat
napodiko. O diduecog XpAOvog HEXPL TNV EUPAvIoN
Tou eEavbrpatog fitav duo £B8Oouddeg (eupog 1-
3). Z& ekeivoug Toug aoBeveig TIOU TTAPEPELVAY OTNV
MEAETN Yla HEYAAUTEPO XPOVIKO BLAoTNUa, TO £EAv-
Onua TMPOOodEUTIKA UTIOXWPNOE HME TNV OUVEXION
™mg aywyng. Téaoeplq acBeveig mapouciacav grade
Il e€avOnua. H aywyn dlakdérinke yia pia e8dopada
Kal oL acBeveiq avTeTwioTnkav HE Xoprynon
dimethidine 2,5 mg andé tou otéuatog. Metd v
enavayopnynon Tou ZD1839 kavevag aoBevr|g dev
aventuEe coBapr) deppatoAoyIkr| To§ikdtnta. Mévo
OlUo aobeveiq avémtuEav coBapr) BuAakitida kat
QVTILETWTIIOTNKAV E XOPT{YNon aUOEUKIAAIVNG He
kAaBouAaviko o&U ard 1o otépa. H deppatoAoyikn
TOEIKOTNTA TIapaTNENONKe 0To 67% Twv A0Bevwv
mou epgavicav €Aeyxo g véoou (PR 1§ SD) kat
oe 56% Twv acBevwv mou mapouciacav TPOG0d0
véoou (p=0.634).

H dudppola rjtav emiong Mra Kat otnv mAELo-

MMivakag¢ 3. AluatoAoyIKY| Kal un-aipatoAoyikn To&ikotnta. AplBuog acbevwv Tou apouciace averiiBuunTeg evep-

YELEG.
Grade | Grade I Grade Il Grade IV

Mn-aipatoloyik To€ikéTnTa

Nautia/Epetog 5 (16%) 1 (3%) - -

EEavenua 6 (19%) 8 (26%) 4 (13%) -

Awappola 1 (3%) 6 (19%) 2 (6%) -

KataBoAn 1 (3%) 1 (3%) - -

AigaTtoloyikry TOEIKOTNTA

Avawia 2 (6%) 1 (3%)

Oubdeteporievia 2 (6%) - - -

OpouBorevia -
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yneia Twv meputtwoewv grade Il. AUo acBeveiq
avéntu€av grade Il didppola kat anattr}bnke vo-
onAeia tou evég amod autouq. Kal otig duo mepl-
TITWOELG 1 Xopriynon tou ZD1839 dakdrinke yia
5-7 nuEPES KAl €YLVE OCUUMTWUATIKY QVTIHETWTIL-
on Twv acBevwyv pe xopriynon Aorepauidng. Kata
mv emnavayopriynon tou ZD1839 oL acbeveig
avéntuEav povo nfrua didppota (grade |).

AUo acBeveiq (6%), Tapouciacav TIVEUWOVIKY)
ToEIKOTNTA PE TNV €lKOva TNG Tveupoviag (Evag
Bdvatog), katd TN Odpkela TG Beparneiag pe
ZD1839 evToUToI§ QUTEG OL TIEPLTITWOELG DEV UTTO-
pouv pe caprjvela va Bewpnboulv wg oXeTICOUEVN
HE TO @ApHaKO TOEIKOTNTA aAAG mo mmBavd Bew-
peitat 0TL opeidovtal otnv unokeipevn vooo. ‘Evag
AaAMog aoBeviiq avemtuEe coBapr) alPOAUTIKY aval-
pia petd anod tpelg nuepeg xopnynong ZD1839
evw eAuBave emiong ceftazidime yia pla un-arnet-
ANTIKY yia v w1 AoipwEn Tou avanveuoTikou.
‘OMa ta pappaka dlakérnkav Kat 1 aipoAuTIKNA
avaiuia unoywpenoe. Metd tnv enavayoprjynon tou
ZD1839, o aobevn|q dev avemtuEe kauia TOEIKO-
mTa.

AvTarnokpion

2UVOALKG, pia (3%) peplkn avTtandkplon mapa-
PENRONKe, evw evveéa acbeveiq (29%) eixav ota-
Bepn] vooo wq KaAutepn andvinon oto ZD1839,
pe ouvénela €va DCR 32%. To DCR dev napou-
oiale OTATIOTIKY) OUOXETION HE oTtolodnroTe and
TOUG AaKOAOUBOUG TIPOYVWOTIKOUG MapAyovTeG:

% Survival

0,0

LOTOAOYIKO TUTIO NG véoou (p=0.502), 6Tddlo Tng
vooou (p = 0.519), aplBudg mpoyeveoTepwy Be-
PATIEUTIKWV aywywv (p=0.989), eve urmp&e pia
Taon yua uynAdtepo DCR otoug acBeveig pe PS
0-1 oe ox€on pe autoug pe PS 2 (6 aoBeveig vs
0 aoBeveig, avtiotolya, p=0.06). H didueon didp-
Kela Tou eAEyXOU NG véoou fjTav 11 £Bdouddeg
(evpog 1-32+) Kkat €EL aoBeveig mapapgvouv oIV
MEAETN Yila pa miepiodo mou Kupaivetal and 13+
pEXPL 32+ £B8dopadeg. O dldueocog XPOVOG HEXPL
™V mpPoodo g vooou fTav 9 eBdouddeg (eUpog
3-31) yia 10 oUuvoAo Twv aoBevwv. Yrmip&e pla
OTATIOTIKA OnuavTiky dlapopd oe OTL apopd To
XPOvo pEXPL pdodo vooou petall Twv acBevwv
pe PS 0-1 (11 £B8dopadeg, eupog 3-31+), oe oxe-
on he autoug pe PS 2 (4 £Bdouddeg, eupog 3-8)
(log rank test kat dokipacia Wilcoxon p < 0.001).
TNV MPaypatikoInTa, 0 Kivduvog yla mpdodo g
vooou yla Toug acBeveiq pe PS 2 fitav mepimou
€L PopES UPNASGTEPOG and autd Twv acbevwv pe
PS 0 1 1 [Hazard ratio (HR) = 6.232 confidence
interval 95% (95% ClI): 2.13-18.25]. Avtifeta, o
kivbuvog mpoddou Ing vooou dev emnpealotav
artdé Tov LoToAOYIKG TUmo (p= 0.877), To otddlo
™mg vooou (p= 0.525) f§ Tov aptBud Twv mponyou-
pevwv Beparelwyv (p= 0.764).

Meta and pua diapeon didpkela mapakoAouon-
ong 18 eBdoupddwyv, 12 (39%) acbeveiq fjtav ako-
pa Cwvtavol. H ouvoAikn emBiwon fitav 23 £6d0-
padeqg (eupog 4-40) (Zxnua 1). Aev urp&e kauia
dlagopd oTn CuvoAlKY eruBiwon avdAoya pe Tov
LOTOAOYIKO TUMO (p= 0.419), TO 0TAdI0 TNG VOOoOU

0 5 10 15 20

25 30 35 40 45 50

Zxnua 1: ErmBiwon acbevwv mou uroBAnenkav oe Bepareia pe ZD1839.
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(p= 0.496) 1§ Tov apBusd Twv TPoNyolpevwY Be-
parewwy (p= 0.979). Evtoutolg urmp&e pa onua-
VTIKT} dlapopd otnv emBiwon petagl Twv acbe-
vov pe PS 0-1, oe oxéon pe PS 2 (didueon eri-
Biwaon 27 £Bdouddeg vs 6 £B8douddeg, avtioTolya,
Log rank test kat dokacia Wilcoxon p < 0.001).
2Tnv npaypatikotnTa o Kivduvog Bavatou yla Toug
aoBeveiq pe PS 2 fjtav nepimou 6 popeg uPnAo-
Tepog and autd Twv acbevwv pe PS 0 | 1 (Haz-
ard ratio = 5.727, 95% Cl: 1.91-17.16).

lMoiétnTa Zwrnig

Ta oxeTlopeva Pe v vOoo CUUTTTWHATA OTIWS
a&lodoyndnkav ard v VAS, BeATiwbnkav oe 39%
Twv aoBevwv oe £l £8Oouadeq. Mpayuatt n Ola-
popd peta&u g VAS katd v €vapgn g ayw-
VNG Kat petd amnd €€ e8oouadeq ftav BeTIKN Kal
1Blaitepa onupavtikn (t = 4.647, df. = 20, p <
0.001). H BeATiwon Twv OCUPMTWUATWV epPpavi-
oTnKe ouvtopa, o Olauecog XPOVOG HEXPL TNV
BeAtiwon oupnTOpatwy NTav TPELG £B8OouAdES
(eUpog 2 €wg 4). ZnUavTIKA CUCXETION TapaTtnPEny-
Onke petagu tou eAEyxoU NG vOoou Kal Tng BeA-
Tiwong Twv cupnTOpatwy: 83% TwV acBevwv ToU
eu@dvioav €Aeyxo Ing véoou eixav emiong Kai
BeAtiwon oupntwpdtwy. Autd TO TIOOOOTO TTAV
ONUavTika upnAdtepo amod autd Twv acbevwv pe
Tpoodo véoou (83% vs 28%, avtiotolxa, p=0.012).
EmunpooBeta ol aoBeveig tou eixav BeAtiwon ota
OUUMTWUATA Toug eixav eriong kat peyaAutepo
XPOVo UEXPL TNV eugdvion mpdodou Tng vooou
(dtapeco TTP: 22 vs 5 eBdouddwv, avrtioTolxa,
p<0.001) kat kaAUTepPn OUVOALKY] ertBiwon, (dla-
peon OS: 37 vs 17 e€Bdouddwv, avtiotolxa, p <
0.001) oe ouykplon pe ekeivoug Tou dev TapoOU-
oiacav BeAtiwon cupntwpdtwv. (Mivakag 4).

ZufiTnon

Ta aroteAéopata ™G MEAETNG pag deixvouv
OTL T0 ZD1839 prnopei va xopnynbei ue aopaiela
w¢ Beparteia dlaowong ot TPOBEPATIEUUEVOUG
aoBeveiq pe exktetapévo NSCLC. Acdopévav Twv
KAKWV TIPOYVWOTIKWV Tapayoviwv authg Ing

opddag acBevwv (71% eixe arotuxel oe duo Kat
29% oe meploooTePeg artd dUO TIPONYOUUEVES
YPOUUES XnueloBepaneiag), To apatnpndev DCR
32% eival evBappuvTiko Kal deixvel 6tL To ZD1839
elval pla aroteAeopatiky] Beparneia otoug Bapld
npoBeparieupevouq aocBevelq Pe EKTETAUEVO
NSCLC. Av kat pa onuavtiki urtoopdada (48%)
Twv acBevwv autwv eixe vooo otadiou IIIB, mpdy-
pa To oroio Ba propouce va emnpedoel kat To
TI0000TG aVTArOKPLONG Kal TNV CUVOAIKY| eTiBiw-
on, 1 oTaToTIKA avaAuon dev €del&e onuavTikg
dlapopad ot dpacTikdINTa NG Bepareiag avaio-
ya pe 10 0tadlo g vooou.

EvtouTtolg, Ta aroteAéopata dpacTikOTNTAS TNG
OIKIAg pag HeAETNG eival apkeTd xaunAdtepa anod
ekeiva mou avaggpovtal oe duo npdopara dnpo-
OlEUPEVEG UEAETEG. 2TNV PeAETN and Tov Fukuo-
ka?® kat ouv (IDEAL 1), éva onuavtiké 1mocootd
eAEyXoU NG véoou mapatnperonke kat pe TIg duo
dooelq: 54,4% yla ta 250 mg/muepnoing kat 51,4%
ya ta 500 mg/nuepnoing (T p: Un onuavTti-
kn)2°. Mapdpola, o Kris kat ouv (IDEAL 2), avagpé-
pOUV TT000O0TA AVTIKEWWEVIKAG avTanokplong 11,8%
kat 8,8% yia TI¢ duo opddeg ddoewv, avTioTol-
X028, Aldpopor AdyolL Ba umopoucav va €Enyn-
oouv Tn dlapopd Tou mnapatnpeeitat HeTagl Twv
arioTEAEOUATWV pag Kal ekelvwv Twv dUo Tpoa-
vapepbelowv peAeTwv. Apxikd, Ba propoluce va
opeileTal 0Toug dlagopeTikoug MANBuUooUg acbe-
Vv, dedopévou OTL o Fukuoka?® mepléhaBe otnv
MEAETN TOU TeploodTePOUg acbeveiq pe PS 0-1.
ApeTtépou, Ba urnopouoe va opeiletal oe pebodo-
Aoylkoug Adyoug, dedopgvou 4Tt dlapopeTika KpL-
Tpla xpnotyorioénkav ya v agloAdynon g
avtarékplong. Epeig xpnowporomoape ta KpLTH-
pla avtaridkpiong g WHO, evw n peAétn tou
Fukuoka xpnotporoinoe ta kpttriipia RECIST. Kat
oL BUO PEAETEG avapEPOUV T OUVTOUN Kal KALVL-
KA ONUAVTIKY) BEATIWON TWV CUPTTTWHATWV Kal NG
rmowomrag g Cwnig?’?8. BéBala, omoleodnimote
ouykpioelg peta&l tTwv otolxeiwv g dKlag pag
MEAETNG Kal Twv peAetwv IDEAL 1 kat 2 mpénel
va epunveuBouv pe mipoooxn, Adyw Kat Twv on-
HaVTIKWV Slapopwv TIOU UTIAPXOUV OToV aplouo
TWV aoBevwv Tou oupreplEAaBe n KABE PEAETN.

Nivakag 4. Xpovog pEXPL TPpoodo vOoou Kal CUVOALKY] £TIBIwON o oxEon pe TNV BeAtinon 1 OXL TwV CUUMTWHATWV.

BeAtiwon ouuntwudtwv Mn BeAtiwon ouuntwudTwv Tiun p
Xpovog péxpl mpéodo véoou 22 5 <0.001
(d1apeoog, £8douadEQ)
2uvoAiki emBiwon
(Srduean, £6douadeg) 37 17 <0.001




216 BHma KainkHs Orkonorias Topog 1, Telxog 4, OktwBplog - AeképBplog 2002

O ektetapévoq NSCLC mapapével pia Bava-
TNPOAPOG vOOoOg Kal wg K TOUTOU OL KUpPLoL oTdyol
mg Bepareiag Ba mpenel va sival n avakougplon
TWV OUUTTTWHATWY, N arodekTn mowvtnta (wng
Kat n napdataon g ermBiwong. Emopgvwg, n To-
EIKOTNTA pLag OUYKEKPLUEVNG Beparteiag aroTeAei
€va onuavtikd ¢itnua. O ouxvotepeq averibu-
UNTEG EVEPYELEG OTNV HEAETN Hag N)Tav ot depua-
TOAOYIKEG BAABeg kal n dlappola. H tAsloynepia
TWV TEPUTTWOEWV DEPUATOAOYIKNG TOEIKOTNTAG
ftav grade | 1j I, n omoia urtoxwpnoe oe €vtaon
katd ™ didpkela g Bepaneiag. Eival onpavtiko
va onuelwBei o611 yia kavéva acbevr| dev aratth-
Onke poviun dwakorr] Tng Beparneiag Adyw TOEL-
KOTNTAaGq. AUTEQ oL TtapatnPnoelg eival CURPWVES
pe avtioTolxeq Tapatnpnoelg arod UEAETESG @4-
ong I/l Tou ZD183917-26, daivetal 4TI n deppato-
AOYIKY] TOEIKOTNTA eival pla Kowr) averduuntn
evépyela Tou agopd TI§ Bepaneieq mou dpouv
pHEOw Tou pnyaviopou tou EGFR, dedougvou dti
oL peAETeq pe TO avTlI-EGFR poVOKAWVIKO avTi-
owpa C225 kat Tov avaoTtoAéa Tng TUPOOLVIKYG
kKivaong tTou EGFR OSI-774 avagépouv ertiong
ouxvn deppatoAoyikn ToEATNTa®436. H aAAn mo
ouxvrj To§IkoTNTa NTav n dappola, cuviBwg grade
| kat Il, n oroia avTILETWTOTNKE €UKOAA PE TA
OUVNOLOPEVA UTIOOTNPIKTIKA METPA KAl UTIOXWPN)-
oe pe TNV npoowptvr dlakorm tou ZD1839.

Ekt6¢ amd ™ otabeporoinon g véoou, on-
HavTIKa KAWVIKA OQEAN Tapatnprinkav kat ava-
(POPLKA pe TNV BeAtiwon g nodtnTag (wng Kat
TNV avakou@lon TWV CUPMTWHATWY, akOpa Kal o
aoBeveiq pe TeKUNPLwUEVN Tipdodo g vooou. To
ZD1839 mapeixe pa ypriyopn Kat GnuavTiky ava-
KOUQLOT OUUMTWUATWY 0t €vav Olapecso Xpovo
povo Tplwv e8dopadwv. EmmAgov ta otolxeia pag
Katadelkvuouv OTL 1 BEATIWON TWV CUPTTWOHATWY,
aveEdpnTa arnod TNV avTIKEWEVIKY] avTarokpLlon,
oxetiCetal ue peyaiutepoug xpovoug TTP kat OS.
Av Kal autég oL TapatnpEnoelg eival CUYKPIOILES
pe ekeiveg Tou avagepovTal otig duo IDEAL pe-
AETEG, 0 XPOVOG HEXPL TNV BEATIWON TWV CUUTTTW-
MATWV OTNV HEAETN pag eival onpavTika peyaAu-
TePOG amnd eKeivo TOU avaPepeTal OTIG HEAETEQ
IDEAL 1 kat 2. Autd Ba propoluoe va opeiletal
OTO YeEYOVOG OTL Ta peco-dlactripata agloAdoyn-
ong frav duo B8douadeg otnv dIKIA pag HEAETN,
OUYKPLTIKA pe TIg eB8dopadlaieq a&lohoynoelg oTIq
IDEAL 1 kai 22728,

Aldpopeg TIPOKALVIKEG LEAETEG €XOUV arodei-
&el 0TL To ZD1839 pumnopel va ocuvduaotei akivou-
Va PE Ta KAQOOIKA KUTTAPOTOEIKA PpAppaKa (OTwg
To cisplatin f§ docetaxel) 1§ Tnv akTivoBoAia Kal

propei va odnynoel oe evioxuon Tng avIlveorAa-
opaTikig Toug dpdong TOoOo in vivo, 600 Kat in
vitro'41537, ErunAgov, undapyouv dedopéva aro pia
TUAOTIKY HeAETN3® 6TL To ZD 1839 oe ouvduaoud
pe to paclitaxel/carboplatin itav kaAd avekto amod
acBeveiq pe mpoxwpnuévo NSCLC,

Mpdopata, dnuoocietbnkav Ta anoteAéopata
artd duo peydAeg, TuxaloTioNuEveg, OMAEG Tu-
PAEQ peAETeq pdong Il (INTACT 1 & 2), ot oroieg
e&€taoav v xopriynon tou ZD1839 oe cuvdua-
OUO HE KAQOOWKA KUTTApOOoTatikd, wg Beparteia
nmPWING YPAUUNG Ot aoBeveiq pE E€KTETAPEVO
NSCLC?40, Ot aoBeveig kat oTIG OUO HEAETEQ
TuxaloroloUvTav oe Tpia OKEAN: XnueloBeparneia
kat ZD1839 250 mg, xnueloBeparteia kat ZD1839
500mg, 1] xnueloBeparieia Kal EKOVIKG PpAPUAKO
(placebo). Ztnv pwn peAétn (INTACT 1) n xn-
peloBeparieia ftav gemcitabine 1250 mg/m?, Tig
nuépeg 1 Kat 8 kat cisplatin 80mg/m?, Tnv nuépa
1, yla €€l KUkAoug. ZTnv deutepn peA€n (INTACT
2), n xnueloBeparneia artoteAovvtav and carbo-
platina oe d6on 6 AUC kat paclitaxel 225mg/m?
KGBe Tpelg £BOouddeg, yia €€l kUkAoug. Kat 0TI
O0Uo peAeteg n aywyn pe ZD1839, 1 elkoviko
(PAPHUAKO OUVEXLLOTAV Kal PETA TNV OAOKANpWON
Twv €5l KUKAWV NG XnueloBepareiag, pEXPL TNV
eppavion mpoodou véoou. To cupmepacua Kat aro
TI§ dUo peA€teg nTav 4TL dev urmpxe dlagopd oe
OTL apopd TNV OUVOAKY erBiwon Kat To dlaotn-
pa pEXPL TNV mpoodo véoou PETAEU Twv TPLLV
okeAwv Beparteiag. Apa n npocdrikn tou ZD1839
aTMETUXE va TIPOOPEPEL KATIOIO OPEAOG Ot OTL
apopd tnv emBivon Twv acdevwy, EVW ETUTTAEOV
Ta OKEAN Ta oroia €éAaBav ZD1839 mnapouciacav
dldppola o PeyahuTtepo BaBu63940,

2UUTEPAOUATIKA Ba propoluoapue va Toupe OTL
10 ZD1839 eival €va veo kat evepyd BlOAOYIKO
pappako otnv Beparneia tou NSCLC, pe €va oAU
EUVOIKO TIPOPIA TOEIKOTNTAG. To ZD1839 €xel deiel
ONUAVTIKY] dpacTIKOTNTA KATA ToUu GYKOU Kal KAL-
VIKA XPNOLUN BEATIWON TWV CUUTITWHATWV KAl TNG
nmowTag fwng, wg povobeparicia deltepng n
HeyaAuTePNG Ypapung. H xopriynon tou 6pwg o
ouvduaopd pe KAAOOIKA KUTTapOooTaTIKA wg Bepa-
neia Mpwmg Ypappng ¢aivetatl 4tL dev mpoope-
peL TAEOVEKTAHATA OTNV eTBiwon Twv acevwy.
Ol HeANOVTIKEG pEAETEG TIPETIEL Va e&eTAoOUV dLa-
popa {ntiuata onwg n yoprynon tou ZD1839
og TePLOoGTEPO TMPWIHA oTadla Tng vooou 1| oe
ouvduaopd pe akTvoBoAia. AuTtEg ol PeAETeS Ba
propoucav va odnyrjoouv oe TEPAITEPW BEATIW-
oelg otv avTpetwron tou NSCLC kat aAAwv
OYKwvV Tou Ttapouctdlouv unepekppaon tou EGFR.
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ABSTRACT

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

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

AkTIvoOeparicia eykepdalou oe acbeveic
ME EYKEPAAIKEC METAOTACEIC QMO HN HIKPOKUTTAPIKO

KOPKIVWMA TOU TIVEUMOVOC

I. Maraviwtng, K. Motevou-fouradkn, @. 2a66idng, A. Aidpog, I. T(itlikag,

. Zweppoviadng

NEPIAHWH

Mapoucidloupe avadpoplkry avaiuon pe 41 acBeveig mou €naoyav anod eYKEPAAIKEG LETAOTA-
oelq and MPWTOTadY] Un UIKPOKUTTAPIKO KAPKivo Tou Tvelpovog. Ot acBevel akTivoBoAnoOn-
Kav OTO aKTvoBeparmeuTikd Tunrpa Tou AMNO and tov 5/97 €wg tov 10/01, rfjoav 6Aol Tepina-
mtkoi pe deiktn Karnofsky 60, kat eixav 6Aol evepyd eEwkpaviakrn vooo. Epapudobnkav duo
oxnuata Bepaneiag ta 10x3 Gy (opadal) and 5x4 Gy (opdda 2) pe xopriynon de€apebalovng.
H ouvoAikr] evdiaueon emBiwon ftav 6,2 priveg evw 21% twv acBevwv noav ev {wn peTd anod
€va £€10GQ. H dapopd oty emiBiwon peta&u twv dUo opddwv ftav oTATIOTIKWG onpavTikn (log-
rank test, p=0.0432), aAAd iowg dev a&loAoyeital amd KAWVIKY artoyn agou Tpokeltat mepi
avadpoUIKAG Kal YN TUXALOTIONUEVNG HEAETNG. MEXPL va TpokUYoUV eMTWPEAECTEPA OXUaTa
Bepareiag, Ta dUo avwTEpw Bewpouvtal wg Bepareia ekKAOYNg yla Toug acbeveiq autoug.
AEEeIg KAe1d1a: EYKEQAAIKEG HUETAOTACELG, UN UIKPOKUTTAPIKOG KAPKIVOG TIVEUMOVOG, AKTIVO-

Bepareia, Keppatiopdg mg d6ong. BrRpa Khivikig OykoAoyiag 2002, 1 (4):220-224.

Eicaywyn

O aoBeveiq pe pn UIKPOKUTTAPIKO KapKivwua
nveupovog (MMKIT) 1ou avartuooouv EYKEPAAL-
KEQ METAOTACELG, AOTEAOUV Hla opdada acBevwv
HE TIPOYVWOoN OXETIKA duopeEVEDTEPN a0 AAAOUGQ
aoBeveiq pe eYKEPAAIKEG peTaoTdoelg. Eival emi-
ong yeyovog OTL n mpoyvwon Twv acbevwv pe
MMKI pe 1 xwpiq HeTAOTATIKY VOOO emnpealetal

Epyaotrplo AktivoBepareutikng-Oykohoyiag AllO,
Noookopeio AXEMA

AAAnAoypagia: I'. MAataviwng, Epyactiplo Aktivobe-
pareuTikng-OykoAoyiag AMNO, Noookopeio AXENA, ZT.
Kuplakidn 1, ©Oecoaiovikn 546 36.

TnA: 0310-994931 0974-841891

email: gplatan3@otenet.gr

ONUAVTIKA ard Tn YEVIK KatdoTaon Tou acbe-
voug'. ‘'Onwg ouxva avagepetal, acbeveig pe xa-
punAd deiktn Karnofsky (Karnofsky Performance
Status, KPS) kal evepyd eEwkpaviakn véoo, £xouv
WBlaTépwsg kakn npéyvwon?d. To Turua AkTwvo-
Beparneutikig OykoAoyiag Tou AMNO dev dlabETEL
KALVIKY] KOl WG €K ToUTOU oL acBeveiq eival mept-
natnTikoi TNV MAelovédtNnTd Toug pe KPS TouAd-
xlotov 60. 'ETol otnv rapouca PEAETN AVAKOLV®-
VETAL N epmnelpia arnd v avTIHETWTILON aoBeEVWV
HE EYKEPAAIKEG peTaotdoelg ard MMKIT kat oxe-
TIKA uPnAo KPS. Ta ouvnBeotepa oxnuata AKTL-
voBeparieiag mou epapudlovtal dlebvwg eival ta
10x3 Gy kat ta 5x4 Gy. 210 TUNUAa pag eQapuod-
Covtal Ta duo autd oxrjuata katd tnv Kpion Tou
Beparovtog atpou.
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YAIk6 Kal péeodog

Metd ané avadpopri oto apyeio Tou AkTivoBe-
parteuTikou Tunpatog tou AlNO aveupednoav 43
aoBeveiq mou umeBAnOnoav oe AkTivoBepareia
EYKEPANOU AOYW EYKEPAAIKWV PETACTACEWV ATIO
pwTomnabry veomAdopata Tou TveUpovog, Katd
TO XPOVIKO dldotnua 5/1997 €wg 10/2001. AcBe-
veig pe 1-2 pikpoU PeyEBoUG HETAOTATIKEG E0TIES
OTOV EYKEPAAO Kal Xwpig evepyd e£EwKpaviakn
vO0O0 TIapATEUTIOVTAL CUVHBWE TIPOG XELPOUPYIK)
e€aipeon, aKTIVOXELPOUPYIKY| 1] BpaxuBeparieia oe
edIka KEVTPA, evwd acBeveig pe xaunAo KPS kat
EUPAVOG duopEVOUG TIPOYVWOEWS TapareurovIal
arnod Toug BeparovTeg LATPoUG O aKTLvoBepareu-
TIKG turijpata pe duvatdtnta voonheiag. Emeldn
To AKTIvoBepareuTikd Turfjpa tou AlNO oto Nooo-
kopeio AXEIA dev dlaBETel KALVIKT, OAoL oL acBe-
veig fytav nepirtatntikoi. To Karnofsky Performance
Status (KPS) ntav oto 90% Twv acBevwv peya-
AUTtepo Tou 60, eupiokovtav dnAadr oe pld ev-
Oldueon tTwv dU0 AVWTEPW KATAOTACEWV.

O\ nAnpogopieg yla kaBe acbevr) avtArOnkav
ard v KAPTa aKTvoBepamneiag Kal TO LOTOPLKO,
KaBwg Kat HeTd ard erikowvwvia Pe Toug aparne-
provteg latpoug. Na toug armoBliwoavieg aoBe-
veig n nuepopnvia Bavdtou emBeBawdbnke peTA
arod TNAEPWVIKY| ETIIKOVWVIA PE TOUG OUYYEVEIQ
TOUuG.

2e OAoug aveEalp€Twg Toug aobeveiq umrpxe
evepyoq eEwKpaviakny véoog oTov Tiveupova 1 Kat
oe AAAeg €0Tieg, KUpiwg OTa 0O0Td, Nrap, emve-
ppidla 1§ kal etepomAeupo mveupova. And Toug
43 aoBeveig duo poévov €nacxav and UIKPOKUTTaA-
pkd Ca mveupovog, apou ePapuoloupe ouoTnua-
TIKA TNV TIPOPUAGKTIKY] aKTlvoBeparieia £ykepd-
Aou otouqg acBeveig autouq. Ta anoteA€opata mou
neptypdgoupe apopoulv oToug uridAolroug 41
aoBeveig. Ze 6Aoug urmpXe LOTOAOYIKY| erBeBaiwon
mg mpwtorabouqg eotiag evw n dldyvwon g
METAOTATIKIG VOOOU OTOV EYKEPAAO E€YLvE e a&o-
VIKi} fj/kat payvntikn topoypagia. Ov aoBeveig
uttoBANBnKav oe dU0 aKTIVOBEPATIEUTIKA OXipaTa
oUppwva e TNV Kpion tTwv Bepamndviwv akTIvo-
Beparteutwv. EikooleEl aobeveig urtoBAriBnkav oto
oxnua 10x3 Gy (opdda 1), 13 aocbeveig oto 5x4
Gy (opdda 2) kat 2 acbeveiq oe 6x4 Gy. ZInv
avaAuon Twv aroTeAeopdTwy oL 2 autoi aoBeveiq
nepleAripOnoav otnv opdda 2.

‘OMot ot acBeveiq akTivoBoAnBnkav £’ 0AOKAT-
pou Tou eykKepAAou kal 6Aol eAauBavav aroldn-
HaTKn aywyn pe 8-24 mg degapebalovn nuepn-
olwg. AoBeveiq pe emANTITIKEG Kploelg €AaBav

QVTLETILANTITIKA pApHaKa.

Ma tn Bepareia xpnotpororidnke Co-60 (SSD
80) Pe LOOKEVTPIKY] TEXVIKT], EVW 1) dO0ON UTIoAOYI-
OInke OTo pE€oo emimedo. O xpovog emmBiwong
uroAoyiotnke amé Inv €vapén g akTivobepa-
neiag, evw 1o ddotnua and In dldyvwon pEXPL
™V €vapén g akTlvoBepareiag KUpAvenke pe-
Tagu 2 kat 20 nuepwv.

AnoTeAéopara

Ané Ttoug 41 ouvoAikd acBeveig ol 36 roav
avdpeq Kat 5 yuvaikeg pe peon nAwia 60,7 €mn
kat evdldueon 62 £t (eupog 40-78 €1n). To 46%
Twv acBevwv (19 aob.) oav pikpdtepol Twv 60
ETWV. 2UuPWva e TNV LOTOAOYIKA ElKOva NG
npwTtoraboug eotiag eixaue : adevokapkivopa 20
(49%), MAakwdeqg 19 (46%) Kal LEYAAOKUTTAPIKO
2 (5%). OL dUo opadeg dev dlEPepav OTATIOTIKWG
0Ta XAPAKINPELOTIKA Twv acbevav (Mivakag 1).

H evdiaueon emBiwon ya éAoug Ttoug acbe-
veig Ntav 6 prjveg (95% Oldotnua aglomoTtiag
5,5-9,9 urjveg) evw 21% nfoav ev Cwn peTd amod
€va €106. H emBiwon urnoAoyiotnke pe In peBodo
Kaplan-Meier kat urtoAoyiotnke 6Tl yla Tnv opada
1, n evdlaueon emBiwon ftav 6,8 priveq evw yua
™v opdda 2 ftav 5,5 urveg (log-rank test, p=
0,0432) (ZxAua 1).

‘Otav and tnv opdda 1 agaipednkav ot duo
aoBeveiq pe emBiwon 31,5 1§ 33,5 prjveg (ot umo-
Aourtol emuBiwoav ard 0,8-14,6 prveg) tote N Ola-
popa otnv embiwon petagu Twv duo opddwv £ylve
MN ONUavTiky otatioTik®wg (p=0,12). H olykplon
Tou KPS peta&u twv duo opddwv Bepareiag dev
arnedel&e oTaTIOTIKWG onuavTiky dagopad (Fisher’s
exact test p=0,17). Alapopd otnv ermiBiwon dev
napatnEneénke emniong peta&u twv duo peyailte-
pwv opddwv 6oov apopd OTnV IOTOAOYIKY] EIKOVQ,
™G MpwToraboug eotiag (adevokapkivwua 1j TIAa-
kwdeQ). EKTOG NG UETAKTIVIKAG OAWTEKIOG Kal
depuartitidoq Grade | dev kataypdenke kdrola
AGAAN HETAKTWVIKY avTtidpaon.

2ulniTnon

H emuBiwon twv aoBevwv pe €YKEPAAIKES -
Taotdoelg and Ca mveupovog av apebolv Xwpig
Bepareia eival mepirou 1 prvag. Meydieg peAETeq
0t a0BeveIq HE EYKEPAAIKEG UETAOTAOELG ATTIO VED-
MAGouaTa Tou TVEUROVOSG TIOU urtoBAAAovtal o€
aKTIvoBepareia eyKEQPAAOU QVAKOLVWVOUV EVOLAEDN
emBiwon 4 unveg*S. e pia avadpopikry avaiuaon
RPA (Recursive Partitioning Analysis) mou ouprte-
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lMivaka¢ 1. Ta XapakInploTiKa Twv 41 acBevwv 1ou Tapouctddovtal oTn HEAEN

Oudda 1 (10x3 Gy) Oudbda 2 (5x4 Gy) 2uvoAo
loToAoyikn €ik6va
Adevo- 14 (54%) 6 (40%) 20 (49%)
MAGKOSES 11 (42%) 8 (53%) 19 (46%)
MeyalokuTTapiko 1 (3.8%) 1 (7%) 2 (5%)
HAikia (u€on) 60.8 60.4 60.7
®UAo
Avdpeg 24 (92%) 12 (80%) 36 (88%)
Tuvaikeg 2 (7.7%) 3 (20%) 5 (12%)
Karnofsky P. S.
50 2 (8%) 3 (20%) 5 (12%)
60 9 (35%) 3 (20%) 12 (29%)
70 8 (31%) 8 (53%) 16 (39%)
80 7 (27%) 1 (27%) 8 (20%)
EmBiwon (pfveg)
Evdiapeon 6.8 5.5 6
Mégon 8.8 5.8 7.7
EUpog 0.8-33.5 0.6-33.5 0.6-13.9
O1 aoBeveiq Tng mapouong HeAETNG eixav oxe-
TIKWG UYNAn evdidueon emubiwon (6,2 pnveg) av
Kal OAoL ixav evepyo eEwKpaviakr vooo €ite otnv
n pwTornabn eotia €ite oe AAAeq BEoelg (00Td, Nrap
% KOK). AOYWw TOU OXETIKWG MIKPOU aplOpol Ttwv
m acBevwv dev ftav duvatdv va epappOooupE TIO-
< AuttapayovTikf avaluon Kabwg ol UTtoopadeq Twv
& acBevwv Ba mepleixav oAydplBpa rneplotatika. H
g aviXveuon TwV ONUAVTIKOTEPWV TIPOYVWOTIKWV
2 mapayovIwv yla Toug acBeveiq autoug €Xel pe-
YAAn onuaocia ywa tnv opfn erAoyry g Bepa-
"""""""" . neiag mou mpenel va epappootel. Ot Weltman kat
D OUV. TIPOKEILMEVOU va OIEUKOAUVOUV TNV ETILAOYTH

MHNEZ
Zxnpa 1. O kaurnuAeg Kaplan-Meier tng emBiwong
OUVaPTAOEL TOU XpOvou O Pveg amod tnv €vapén mg
akTwvoBepaneiag. H dwakekopévn ypapur] avtioTtolXel
oToug aoBeveiq g opddag 1 (10x3 Gy), evw n naxeld
OUVEXNG YPAUUN avTioTolXel otnv opdda 2 (5x4Gy).

plEAaBe tpelg peAéteg g RTOG pe aoBeveig mou
OKTIVOBOANBNKAV AOYW EYKEPAAKWY IETAOTACEWV
arnd dlagpopeg TPWTONABE(g 0TIES, OL CUYYPAPEIQ
ouurnépavay 0Tl TNV KaAuTepn npdyvwon (evold-
peon eruBiwon 7,1 unveg) eixav ot acbeveiq pe
NAkia <65 etwv kat KPS ?70, eAeyxoOuevn tnv
PWTOTABN £0Tia KAl XwEIi§ AAAN LETAOTATIKY] £0TIQ,
TNV Tou eykealou (RPA oudda 1). O1 acbeveig
pe KPS <70 eixav evdiaueon embiwon 2,3 Yriveg
(RPA opada llkat 6Aot ol urtdAotrol acBeveiq ei-
xav evdidpeon 4,2 prveg (RPA oudada )3,

aoBevv yla OTEPEOTAKTIKY) akTvoBeparieia epap-
pélouv 0 SIR score (Mivaka 2). OL cuyypageiq
autol pAAloTa KateAngav oto cupmepacpa 6Tl n
epappoyn tou SIR score eixe peyaAutepn mpo-
YVWOTIKY] Ikavotnta and tnv avaiuon RPA. E¢ap-
poCovteg TO povteEAAo Tou Cox (regression anal-
ysis) oupriepihapBdavovtag aupdétepoug Toug dei-
kteg RPA kat SIR, diemiotwoav 6Tt pévov 1o SIR
elxe MpoyvwoTikn} onuacia (p=0,0004). AcBeveig
pe SIR= 0-5 mapdTi uroBANONKav OE AKTIVOXEL-
POUPYIKY) Bepareia TwV EYKEPAAKWV LETACTACEWY
eixav evdlaueon emBinon povov 4 prveg®.

>¢e pia akopa RPA avdiuon tou ocupriepléAaBe
5 Tuyalortoinpueveg PEAETEG, Ue aoBeveiq mdAoyo-
vtieg ard MMKI otadiou Il (Xwpi§ HETAOTATIKY
vooo) £delke OTL n peon emBiwon acBevwv pe
XaunAo KPS eival mepimou 3 prjveg’. To yeyovog
autd arodelkvuel otL oto MMKI n yeviki katd-
oTaon Tou acgBevoug eival 0 oNUAVTIKOTEPOG TIPO-
YVWOTIKNG onuaociag riapdyovtag, aveEdptnta and
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MMivakag¢ 2. To TPOYVWOTIKAG oOnupaciag okop yla tnv emAoyr acbevwv KATAAAnAwv va umoBAnbouv oe
akTwvoxelpoupylkny Bepaneia. SIR: Score Index for Stereotactic Radiosurgery®.

0 1 2
HAikia (€Tn) 260 51-59 £50
Karnofsky PS <50 60-70 >70
EEwkpaviaki véoog >e eEENEN Mepikr} unoxwpnon-otabepr| vooog MAMpng aroucia
Ap10. MetaoT. EoTiov >3 2 1
MéyioTog 6ykog 8Aaéng >13 5-13 <5

TNV €ktaon g vooou.

O 3800 ONUATIKOTEPOL TIPOYVWAOTIKOL Tapayo-
v1eg (NAKia kat KPS) fitav 0to UAIKO pag €uvoi-
kol Kal iowg €10l eEnyeital n OXETIKA UYPNAN ev-
didueon emBiwon.

2XETIKA e TO OKTIVOBEPATEUTIKO OXNUQ, EPAP-
pooaue Ta duo dleBvwg emikpatéatepa 10x3 Gy
(opada 1) kat 5x4 Gy (opada 2).

MeA€Teg TIoU ouveEkplvav dlagopa oxruata dev
€xouv KataAn&el oe karolwa 1ou va e&aogpalilel
KaAUTepn Mpoyvwon?>8, I1o mapov UAIKG Tapa-
mpenoaue OtL 1 opdda 1 gixe uPnAoTepPN emiBiw-
on arod v opdda 2 (log rank, p=0,0432). H dia-
Popd autr] av Kal OTATIOTIKWG ONMAVTIKY (0wg
dev propel va aglohoynBei kaBooov dev TIPOKEL-
Tal Tepl TUXALOTIONUEVNG UEAETNG, (0wG HAALOTa
va ogeiletal oe Kdmowa tdon Twv Bepamoviwv
LaTPWV va Xopnyouv rio Bpaxuxpova oxnuata oe
TepLoodTEPO EMIBAPUPEVOUG a0BEVEIG, TTIPOUTIONE-
TovVTag £TOL €va opAApa emmAoyrg acbevwv (se-
lection bias).

O1 Welltman kat ouv.® €xouv kataypayel ya-
OTPIKEG avTIdpdoelq (YaoTpiTida, EAKOG) ASYW NG

MUewg KopTI{ovng arod Toug acBeveiq autouq.
2UVIOTOUV AOLTOV TN CUCTNUATIKY] XOP1rynon pa-
viTdivng otoug acBeveiq Tou AauBavouv KopTl-
Covn Kat akTivoBoAouvTtal GTOV £YKEPAAO, TAKTL-
K1] TIou €rtiong akoAouBeital oe GAoug Toug acBbe-
veig pag, pexpt ™ dwakory TG deEauebalovng.
2UUTEPAOUATIKA, n emAoyn TG Bepareiag Twv
aoBevwVv Pe eYKEPAAIKEG peTaoTdoelg arnd MMKII
Ba npErmel va kabopiletal ard Tn YEVIKY| KAaTAoTa-
on Tou acBevoug, TNV NAia Kat Tnv €Ktaon g
eCwkpaviakng vooou. EmBeTikn Torikn Bepareia
(XELPOUPYIKT], OKTIVOXELPOUPYIKY] 1) BpaxuBepareia)
ouviotdaral eni KPS>70, nAkiag HIKPOTEPNG TWV
65 eTWV Kal wpiq onueia eEwkpaviaknig vooou.
2e eEalpeTikd BeBapuugvoug acbeveiq (KPS< 50)
XopnyouvTal HOVov KOPTIKOOTEPOELDY|. 2 OAOUQ
TOUG UTIOAOLTTOUG aoBeveiq ouvioTatal akTvoBe-
parteia e’ oAoKAipouU Tou eyke@AAou (ue de&ape-
B8alovn Kal yaotporpootacia) pe €va and ta oxn-
pata 10x3 Gy 1§ 5x4 Gy. MeA€Tteq mou avalntouv
EMWEEAEOTEPA OXNUATA aKTIvoBepareiag eival oe

eEENENS.

ABSTRACT

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

A retrospective study of patients treated at the Department of Radiation Oncology of the
University of Thessaloniki for brain metastases from primary carcinoma of the lung is present-
ed. The medical records of 41 patients with the diagnosis of primary non-small cell lung
carcinoma who were referred for radiotherapy between 5/97 and 10/01 were reviewed. All of
them were ambulatory with KPS®60, but they all had active extracranial disease. Two radiother-
apy schedules were applied: 10x3 Gy (group1) and 5x4 Gy (group 2) with concurrent dexam-
ethazone administration. The overall estimated median survival was 6.2 months (95% confi-
dence interval 5.5-9.9 months) and the 21% of the patients were alive at one year. The
difference in survival between the two groups of patients was marginally significant (log-rank
test, p=0.0432), but it was not considered clinically significant due to the non randomized
nature of the study and the small number of patients. This study confirms that KPS is the major
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determinant of prognosis in these patients and it has shown that the two radiotherapy schemes
used are equally effective for the treatment of patients with brain metastases. Key words:
Brain metastases, Non-small cell lung cancer, Radiotherapy, Fractionation. Forum of Clinical

Oncology 1 (4):220-224, 2002.

BIBAIOIPA®IA

1.

Plataniotis G A, Theofanopoulou MA. Treatment
of Inoperable Stage Ill & IV Non-Small Cell Lung
Cancer (NSCLC). The “average” Radiotherapist’s
Point of View. ONKOLOGIE, 2001, 25, 333-339.

. Hoskin PJ, Brada M. Radiotherapy for brain me-

tastases. Clin Oncol, 2001, 13, 91-94

. Gaspar L, Scott C, Rotman M et. al. Recursive

Partitioning Analysis (RPA) of prognostic fac-
tors in three RTOG brain metastases trials. Int J
Radiat Oncol Biol Phys 1997; 37: 745-754.

. Phillips TL, Scott CB, Leibel SA, et al: Results

of a randomized comparison of radiotherapy and
bromodeoxyuridine with radiotherapy alone for
brain metastases: Report of RTOG trial 89-05.
Int J Radiat Oncol Biol Phys 33:339-348, 1995.

. Kamarnicky LT, Phillips TL, Martz K, et al: A

randomized phase lll protocol for the evaluation
of misonidazole combined with radiation in the

treatment of patients with brain metastases
(RTOG-7916). Int J Radiat Oncol Biol Phys 20:53-
58, 1991.

. Weltman E, Salvajoli JV, Brandt RA et. al. Ra-

diosurgery for brain metastases: who may not
benefit? Int J Radiat Oncol Biol Phys, 2001, 51,
1320-1327.

. Komaki R, Scott CB, Byhardt R, Emami B, As-

bell SO, Russell AH, Roach M, Parliament MB,
Gaspar LE: Failure patterns by prognostic group
determined by recursive partitioning analysis
(RPA) of 1547 patients on four radiation therapy
oncology group (RTOG) studies in inoperable
NSCLC. Int J Radiat Oncol Biol Phys 1998; 42:
263-267.

. Ryan GF, Ball D, Smith JG et al. Treatment of

brain metastases from primary lung cancer. Int
J Radiat Oncol Biol Phys, 1995, 31, 273-278



MPOQTOTYTEX MEAETEX

ArnoteAéopata TnG EAANVIKAC TTOAUKEVTPIKAC HEAETNC
yia Tov YEVETIKO €AeyXo otnv Oikoyevy AdevWHATWON

MoAumrodiaon

M. MixaAdtog!, A. Angooou’, B. Xapokdmog', . AavinAidng?, I'. KaAAwadvng?, M. Toid6a®,
I. K. TptavtapuAAidng®, M.A. Koouidng®, I. ®ouvtinAag®s, N. I. Ayvavtrp,

A. MNavvoukdkog?, I'. NaciouAag™.

NEPIAHWH
2KOTOG auTnig NG €PEUVNTIKNG epyaciag eival, HeTA TNV KaBlEpwon kKat otnv EAAGda piag
YPNyopng Kat a&omiotng HopLlakng pebdédou tautormoinong petaAllaywv tou yovidiou APC, n
OUAAOYT] Kal KAaTtaypaer] MANPoPopLV Yia Tig oikoyeveleg ue FAP ard 6An tnv EAAGda. AuTo
Ba erutpePel v €ykapn dldyvwon Tng maénong mou pe t oepd g 6a Bonbricel ot
BeAtiwon Tou BloTikoU erumedou Twv aocBevwv, aAAd Ba Toug dwoel kal eAtida yla uyleiq
aroyovoug XPMOLUOTIOVTAG Ta EMITEUYHATA TNG ETIOTAUNG OTOV TOUEA TOU TIPOYEVVINTIKOU
Kal TIPOEUPUTEUTIKOU eAEYYOU. YAIKO kKat MEBodol: To DNA éowv atépwv TAnpoulv ta kpLtrpla
EMAOYNQ aropovaveTal ard To aipa. Ta KpLtrpla emAoyng Twv eEeTalopeVwY eival: KapKivog
Kat 1 urap&n navw ard 100 roAurddwv oTo mayxu €viepo otnv nAkia Twv 20 pe 40 etwv. H
avixveuon Twv petaAdaywv yivetat otov avaiutry WAVE DNA Fragment Analysis System
(Transgenomic, Inc., USA) evw n tautoroinor) toug yivetat pe aAAnAouxion tou DNA otov
avahutry ABI Prism® 310 (Applied Biosystems, USA. AmoteAéopata kat cuZrnon: MeExpt
onuepa €xouv peAetnBei 22 aobeveiq pe 1o pawvétuno g FAP and €vieka olkoygveleq. Ze
21 and autouq €xel evTomioBei n maboyovog petariayr) oto APC. Ze OAeg TIG MEPLTTWOELG OL
HETAAAQYEG TIPOKAAOUV TIPOWPO TEPUATIONO oTn olvBeon g npwteivng APC. MNa duo armd
auTeg TIG HeTaAAayEG dev €xoupe ocuvavTroel AAAN avagopd otn diebvr BiBAloypagia. MExpL
OTIYUNg Ta anoTeAéopatd pag deixvouv O6TL o ouvduaoudg dHPLC kat sequencing eival m
TIA€ov a&lOTLoTN, Taxeia, OLKOVOUIKY) Kal artoTEAEOUATIKY) PHEBodOG eAEyxou Tou yovidiou APC
otnv owkoyevy adevwpatwdn toAurodiaon. Aé€eig kAeldia: Adevwpatwdng, MoAurodiaon,
FAP, APC, dHPLC, sequencing, CRC. Brua KAivikig Oykoloyiag 2002, 1 (4):225-231.

"Tuua Moplakng Bioloyiag AGKA, YTEIA. 2Taotpe-
viepoAoykd Tunua AGKA, YTEIA. 3Epyaoctriplo Mabo-
AOYIKNAG Avatouikng, latpikig 2xoAng lMaverotnuiou
lwavvivov. ‘Epyactmplo Moplakng Alayvwotikig |I/P-
PN, EKE®E “Anuokpttog”. *Opdada PeAETNG ToU KANpo-
VOUIOUHEVOU KAaPKIVOU TOU Tax€og eviEpou NG EAAN-
VIKN)G Etalpeiag ‘Oykwv Tou [lMemTikol Zuotruatog.
8Nocokopeio AXEMA ©goocalovikng.

YreuBuvog aAAnAoypagiag: ewpylog NaotouAag PhD,
Tunua Moplakniig BloAoyiag AGKA YTEIA, Epsuvntikd

Keévtpo Moplakng Bioloyiag YTEIA, “Avtwvng Mara-
yavvng”, Aewgp.Knoeoiag & Ep.Ztaupou 4 Mapouot 151-
23 A6nva. TmA. 2106867932, FAX: 2106867933,
e-mail: g.nasioul@hygeia.gr

Znueinon: ApXlkd armoteA€opata autrg TNG EPEUVNTL-
KNG epyaciag €xouv 1dn dnuooleubei kal avakolvwoel
oe ouvedpla.

EuxapioTtieq: H peAétn npayuatoroleital pe epeuvn-
TIK4 mpoypdupata andé v STAVROS NIARCHOS
FOUNDATION FOR CHARITY kat To A©OKA YTEIA.
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EIZArQrH

O kapkivog Tou eviépou aroTeAel Tov TpiTO
0g ouxvoTnTa EUPAVIONG KAPKIivO OTOV QVETTTUY-
HEVO KOOPO @Bdvovtag 1o 12% Tou OuvOAOU TwV
Kapkivwyv, oupgpwva pe otolxeia Tou eBvikou 1dpu-
patog yia tov Kapkivo (NCI) twv H.IM.A. ya T0
€10¢ 2001. To 50% Twv avBpwrwv TMou Katol-
KoUv OTIG DUTIKEG Kolvwvieq epgavidel adevwpa-
Ta Tou evtEpou pEXPL Ta 70 Tou xpovia. Exel
OelxBel 6TL o€ MOCOOTO peyaAutepo Tou 80% auta
Ta adevwpata pEPOUV TOUAAXLOTOV Hla KaTaoTpo-
QKN petaAlayn oto yovidlo APC (Adenomatous
Polyposis Coli). To yovidlo autd evtoriobnke to
1991 petd and peA€teg oe aobeveig Tou €na-
oxav arod owoyevr] adevwpatwdn moAurtodiaon.
H owoyeviig adevwpatwdng noAurodiaon (Famil-
ial Adenomatous Polyposis — FAP) yxapaktnpice-
TaL ard TNV eUPAvion ekaTovidadwv €wg Kat Xl-
Addwv ToAuTI0dwv oTo Tayxy €viepo Tou acbe-
vouq. lMoAumodeqg ouyvd eppavifovtal kat oTo
avwTtepo MeMTIKO. Epgavitetal vopig, ard to d¢-
KATO TEUTTO €W TO TPLAKOOTO €T0G TNG NALKIAG.
O kivduvog avartugng Kapkivou Tou mayxeog evie-
pOU O TEPITITWON YN agaipeong Twv MOAUTIOdwYV
elvar 100%. H ouxvétnta tng ndbnong oto yevi-
KO TANBuopd eivat 1 [/ 8000. TeAkd, €vag oToug
€KATO Kapkivoug TOu eVIEPOU TIPOEPXETAL Ard
olkoyevn adevwpatwdn moAurtodiaon.

e UEPIKEQ TIEPITTWOELS akéua Kat PeTd tnv
agpaipeon Twv MoAUOdwv, 0 acBevig epgavilel
Kapkivoug oe dAAa épyava Omnwg 0 EYKEPAAOG, O
Bupeoeldnq kal To MTap. AAEG EEWTIETTIKEG AA-
Aowwoelg reptAapBavouv deopoeldeig dykoug (ouv-
Opopo Gardner), KUOTELG 0TA O0OTA TWV OlLAYOVWV
Kal Toug opnypatoyévoug adEveg, 00TEWHUATA Kal
TN OUYYEVIY] UTIEPTIAQGCIA TOU peAQVLVOPOPOU ETTL-
OnAiou Tou au@pBAnotpoceldn. Na mpwIn Popd
neptypdepnke otn BiBAOypagpia to 1925 wg mna-
Onon pe aUTOOWUIKG ETIIKpATOUVTA TPOTIO KANpo-
VOUIKOTNTAg .

Movidio APC

2iuepa eival yvwotd 6t n FAP mpokaAeital
arnod kAnpovopoupeveg (germline) petaAAayeg oto
OYKOKATAOTAATIKO Yyovidlo APC, ol oroieg eival
de novo o10 30% Twv MePMTOOEWV2S3, To HETAA-
Aayuevo APC mipoodidel coBapd HELOVEKTNHA
OTOUG (POPEIG TOU EAATTWVOVTAG ONUAVTIKA TIQ
mbavotnteg petaBiBaong tou oe miBavoug arto-
yoévoug. MoAovdTL Aourév eival avTIeEEAIKTIKO, eV
TouTolg dlatnpei uPnAn TN ouxvoTNTA TOU OTOV

TIANBuopd e&attiag Tou uynAou mocooTou Twv de
novo PETAAAOQYWV TIOU ugioTatal

To yovidlo autd edpdletal 01O YXPWHOCWUA
5921 kat aroteAeital and 15 e&wvia, pe to 15°
va eival To HeyaAUTePO Kal va €Xel UrKog Tepi-
Tou 6500 Zeuyn Baocewv*. H Kwdikr} Tou aAAnAou-
xia mepiExel 8535 Celyn Baoswv kal kwdiKorole
mv npwteivn APC pe 2843 autvogika katdiotra
Kal poplakd B8apog 312 kDa.

H npwteivn APC Tmaifel oAU onuavTiké poAo
01N pUBUION TNG MITWONG, OTN LETAVACTEUON, OTN
ouvdeon Kal erkowvwvia Twv KUTTdpwv, otnv
0pYAvwon TOU KUTTAPOOKEAETOU Kal 0To dlaxwpl-
Opd Twv XpwHoowpdTwy Kal Tibavotata otn pub-
HLOT TOU KUTTOPIKOU KUKAOU Kal TNV amontwon*®.
H oykokataoTaATikr) dpdon Tng ouviotdtal Ku-
piwg 0Tn pUBULON TV eVOOKUTTAPLWY ETIMEDWV
g B-katevivng. H B-katevivn mailel Bactkd poAo
oTn HETAYPaPIK evepyoroinon ulag oelpdg di-
Awv yovidiwv (c-myc, cyclin D1 k.4.) ou puBpi-
Couv ToV KUTTAPIKG KUKAO Kal Tn dlagpoporioinon
KaBWG Kal oTNV KUTTAPLKY] OUVOEON KAl ETIKOVW-
via péow Twv E-kadepvwv.

O neploodtepeg petalAayeg oto APC ouo-
OWPEUOVTAL OE HIA OUYKEKPLUEVN TIEPLOXY] TOU
yovidiou otnv apyr tou 15 e&wviou, yvwoT wg
TEPLOYXT] OUGCWPEUONS TwV HETAAAay®ve’. Ot pe-
TaAAay€g oto APC katd Ta duo Tpita eival mAat-
OLOTPOTIOTIONTIKEG (TIPOOBNKES 1} ATTAAOLPES VOU-
KAeOTIOlwV) evw ard To umodAoLro €va TPITo emt-
Kpatouv OL Un VONUATIKEG (aVTIKATAOTACELG VOU-
kAeoTdiwv). H mAsloPnepia Aoudv Twv PeTAAAA-
YWV Tou APC odnyouv otnv napaywyrn eAALoug,
pn Aettoupylkou, TpwTteivikou mpoidvtog (koAo-
81g TpwTeivng). H dleloduTikdTNTA TWV KANPOVO-
poUpevwY HeTAAAAYWV eival TOAU peYAAn Kal
ayyiel To 100%, undpyel 6pwg agloonueiwtn da-
(POPOTIOINON OTN PAVOTUTIKY] EKPPAOT) OE OXEOM
pe Tn Béon Kat To €idog NG peTarAayrig® .

IBlaitepo evdlapeEpov Mapouctdlouv Hia PIKPEN
opdda mapavonuaTikwv petaAdaywv (E1317Q,
11307K, D1822V k.a.) oto APC'?'%. Ot napavon-
MATIKEG HETAAAQYEQ TIPOKAAOUV TNV AVTIKATAOTA-
on auwvogewv otnv ToAunertidikn aAucida. Au-
TEG OUWG Ol AVTIKATAOTACELG BeV TIPOKAAOUV TIPOW-
po TeppaTiopd g mpwteivoolvleong aAAd pi-
KPEG EwQ HEYANEG aAlayeg otn doun Kat Tn Act-
Toupyia ™g mpwTeivng oL omoieg eivat duokoAo
va a&lohoynBoulv. Ze auTEG TIG TIEPLTITWOELS Ol
moAUTtodeq eival Atydtepol Kat 0 gavoTurog e&ap-
TAtal Kar ard TOo UMOAOLTO YEVETIKO UTIO8aBpo
Tou aoBevoug, TIG DATPOPIKEG TOU OUVIBELEG KAl
TO TEPLBAAAOV TOU.
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H APC mpwTteivn TeplEXEL OTO AULVOTEAIKO
mg GKpo, emavaArPelg aAAnAouyiag auvo§ikwv
kataAoinwv, oL oroieq eivar umevBuveg yla TO
oxnuatiopéd opodiepwyv g Mpwteivng. ‘Etol, eivat
TIOAU miBavd 6Tl Ta eAAUTY] TTPWTEIVIKA TIpoidvTa
TIOU KWOLKOTIOLEL TO HETAAAAYHEVO AAANAGHOPPO
dlpepifovtal pe autd Tou (PUCLOAOYIKOU Yyovidiou
Kal Ta kablotouv avevepyd Kal autd pe armoTeAe-
oga TNV TEPAITEPW Heiwon Twv emmeEdwv Ing
eAelBepNg, GuUOoloAoyIKng APC16-20,

H Unap&n kAnpovopouuevng HETAAAQYNG o€
eTepoluywTia eival To €vauoua yla tn dnuloup-
via Twv nmoAunédwv. Na mv e€aAlayn aratteitat
Kat €va deltepo yeyovog — pia dedtepn HeTAAAQ-
YN — TO ottoio Ba arevepyorolroeL Kat To evario-
peivav puoloAoyikéd aAAnAdpopgo. H oykoygveon
Aowrtdv, oToug acBeveiq pe TO PAVOTUTIO TNG Ol-
koyevoug adevwpatwdouqg TioAurodiaong, Eekivael
ard Toug TOAUTIODEG OTOUG OTIoioug arevepyo-
TIolE(TaL KAl TO PUOLOAOYIKO aAANAGUopgpO Tou APC
elte and owpaTIKEG HETAANAYEQ elTE Pe anwAela
eTepOlUYWTiag, olppwva pe Tnv Uumnobeon Twv
duo “kturnudatwv” Tou Knudson?'-23,

leveTiKR dokipaocia yia FAP

H yeveTikry dokipaocia ywa tnv avelpeon Twv
METAAAQYWV TIOU ATIEVEPYOTIOLOUV TO YOVidlo €XEL
onuaocia oe dropa mou €xouv navw aré 100 ro-
AUTIOdEG KaL O OOOUG E€XOUV €vav OUYYEVY UE
FAP 1§ APC dokacia BeTikry. OcTikry dokipaoia,
oe a0Bevr] ipwTou Babuou ouyyeveiag, aroTeAel
€vdelEn yla otevn] LATPLKY TTapakoAoudnon. Apvn-
TIKN} dokipaoia evtdooel Toug £EeTaloOPEVOUG OTO
8aBuo emkivduvATNTAG TOU UTIOAOITIOU TTANBuGHIoU.
H akptBrq yvwon Twv PHETAAAAYWV TIOU ATIEVEP-
yorololv to Yyovidlo divel otoug acBeveig Tnv
eAnida yia uyleig aroydévoug oe ouvduaopud pe

™V TPoodo Tou €xel emiteuxBel oTiq pebddoug
TOU TIPOYEVETIKOU Kal TIPOEUPUTEUTIKOU EAEYXOU.

Yridpxouv apkeTeg doKlpaoieg avixveuong Twv
HETaAAQYWV arevepyoroinong tou APC, onwg
avaAuon TPOwPOoU TEPHATIONOU TNG TIPWTEIVIKNAG
ouvBeong (Protein Truncation Test - PTT), avaAu-
0N TIOAULOPPLOUWY OTEPEODLATAENG LOVOKAWVOU
DNA (Single Strand Conformation Polymorphism -
SSCP), nAektpopdpnon oe kAion arnodlaTakTikou
napayovta (Denaturing Gradient Gel Electrophore-
sis — DGGE) evw n akp1Brg tautoroinon yivetat
ndvta pe aAAnAouxton tou DNA (Sequencing) Tou
yovidiou.

Mpdopata pa véa dokipacia avixveuong pe
TIOAU peyaAUtepa tocootd erituxiag (95%-100%)
aro TI§ Tponyouueveg, kepdilel ouvexwg £5agog
Maykooping. Autr ovopdletal anodlatakTikn uypn
xpwuatoypapia upnAig arddoong yia 1o DNA
(denaturing High Performance Liquid Chromatog-
raphy — dHPLC) kaL otn xwpa pag epappoletal
(Ewéva 1) oto Epeuvntikd Kévtpo Moplakrig Blo-
Aoyiag YTEIA “Avtwvng Mamayldvvng”. Mpodkettat
yla pla pebodo mou ektog and uynAn a&lomotia
mapexel XaunAd K6otog Kat eival taxutatn agou
0 XpOvog avaiuong eival poiig 8 Aemtd?*. H avi-
Xveuon Twv petaAdaywv yivetat ye dHPLC evw
N EMAKPLBNG TauTomoinor] Toug Yyivetal pe tnv
aAAnAouyxton (sequencing) Tou DNA Tou yovidiou.

210 EpeuvnTikd Kévipo Moplaknig BloAoyiag
YTEIA “Avtavng Mamayidvvng” €xouv peletnBei
MEXPL orjuepa aobevelq amd £VIEKA OLKOYEVELEG
pe Tto @awvoturno g FAP Zkomdg Ing epeuvntl-
K¢ autig epyaciag fitav n KablEpwon Kat otnv
EANGDa piag a&omotng pebodou tautoroinong
Kal eVTOTIopoU Twv PETAAAaywV Tou yovidiou APC
Kat 1 OUPBOAN} OTNnV Kataypaer] Twv MacxovIwv
OLKOYEVELWV.

Ah=orhance (MY

Tirme (Minutes]

Eikéva 1. Xpwpatoypapnua avaiuong pe tn peBodo dHPLC. daivetar n ocagrq Slakplon Tou (pUOLOAOYIKOU

deiypatog (mpdacivo) and to pHeTaAAaypEvo (pol).
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YAIKO KAl MEGOAOI

To mpwTo Brjua otn pebBodoAoyia Tou aKkoAou-
Beital eival n ermAoyn Kat cuAAoyr] Twv delypud-
Twv. [vetal Aemtopepnq ANYn TOU TIPOCWTIKOU
Kal OIKOYEVELAKOU LOTOPIKOU TwV UTIoYm@piwv mpog
€E€Taon olKoyevelwv TAvTa oe cuvepyaoia pe tov
ouotroavta latpd. Ta Kpitipla emAoyng eivat o
KapKivog Tou eVTEPOU Kal 1 Urap&n TouAdxloTtov
100 moAunodwv 0Tto TaxU €viepo O NAIKIEG He-
Tagu 15 kat 40 etwv. To deiypa mou AapBavetal
elval oAlko mepLpeplkd aipa. ZTn ouveXELa ATOpo-
voveTal YEVwRIKG DNA and ta AeukokUttapa Tou
OAlkOU TiEpLPEPIKOU aipaTog Twv TPog e&€taon
aTopwV Kal and TopEg mapapivng pe tn pEBodo
npwteivdong K / SDS kat gpawvoAng / ¢avoang —
xAwpopopuiou. To aropovwpevo DNA eAgyxetal
TIOIOTIKA Kal TIOOOTIKA HE (PACHATOPWTOUETPLKT
peBodo.

AkoAoUBwG yiveTal eEKAEKTIKY| evioyuon Twv 15
eEwviwv Tou yovidiou APC kabwg Kat Twv dlayw-
PLOTIKWOV TEPOXWV E0wViwv — eEwviwv, pe N
pEBOdO NG aAucdwTtig avtidpaong moAupepd-
ong (PCR). XpnolporoouvTal EKKIVNTEG TIOU £X0UV
oxedlaotel and mponyoupeveg HeAéTeq? 2. Ma To
urtepueyedeq e€wvio 15 xpnotporoolvtal Teplo-
00TEPA TOU €VOG CeUyn EKKLVNTWV TWV OTIOIWV Ta
Tpoidvta evioyxuong eivar aAANAOETIKAAUTITOWE-
va. Metd Ti¢ avtidpdoeig g PCR akoAouBei
NAEKTPOPOPNTIKOG EAEYXOG TWV TIPOIOVTIWV TOUG.
21n ouvéxela autd avaAuvovtal ywa tnv Unapén
pHeTAAAY®V pe ™ pEBodo dHPLC kat omou avi-
xveuetal petaAhayn), ekei yivovtal kabaplopdsg twv
npoidvtwv Kat avtidpdoelg mpoodloplopol NG
npwtodiatagng Tou DNA yla Ttov enakpiBr] xapa-
Ktnpwopd ™g. Ot aAAnAouyieq ToU TIPOKUTITOUV
oToliCovtal pe v aAAnAouyia Tou (pUGCLOAOY!L-
koU yovidiou £€ToL woTe va TautorolnBoulv oL pe-
TAANQYEG, XPNOOTIOWVTAg AoYIoUIKO HfY. ‘Orou
evtomidetal petardayr yivetal emavainyn g
OAng dladikaoiag Eekvwvtag and yevwplkd DNA
elte and vea derypatoAnyia eav eival duvato, yla
v emBeBaiwon Tou aroTeAEOUATOS.

KaBe petarAayr) mou evtorileTal agloAoyeital
pe B8d4on tnv aAlayr mou TpoKaAel otnv TpwTei-
VN Kal Tautéxpova capwvetal n BilBAloypagia yia
mbaveg avapopeq Ing. Emiong, yivetal mepatte-
pw avaiuon pe Aoylopko H/Y otn dour| tng tpo-
TIOTIONMEVNG TIPWTEIVNG £TOL WOTE va OUCYETL-
06¢el 0 YovOTUTIOG UE TOV EUPAVIZOUEVO PalvOTU-
To.

Ta amoteAéopata Kataypagovral, tagvopou-
VTaL KAl KWBIKOTIoUVTAL, VW avakolvwvovTal Hovo

oTov aoBevr] akoAouBwvTtag GAOUG TOUG KAVOVES
Bl0-nBkng kat deovtoloyiag Tou dlETouv Ta aro-
TeEAéopATa YEVETIKWV e&etdoewy, TAvTa oe Ou-
vepyaoia pe tov cuctrioavia Latpeo.

H avaAuon &ekiva ocuviibwg and tnv meploxn
OUCOWPEUONG TWV UETAAAQYWV Kal edv de BpeBel
peTaAAayny ouveyileTal 0To UTIOAOLTIO TUHUA TOU
yovidiou. XTn ouveéxela kal e@OOovV eVTOTIOTEL
kartola peTaAAayn yivetal arreubeiag EAeyxog Twv
OUYYEVWV Tou acBevouqg otnv idla meploxr, €10l
wote va dlepeuvnBel mBav rapouasia NG Kat o
autoug, yeyovog Tou dnAwvel n petaiBaor| g
ard Karolov Koo mpdyovo.

AMNOTEAEZMATA KAI ZYZHTHZH

210 Epeuvntikd Kévipo Moplakng Bloloyiag
YTEIA “Avtwvng Manayidvvng” €xouv e&etaotel
MEXPL orjuepa aobevel amd £VIEKA OLKOYEVELEG
HE TO (PALVOTUTIO TNG OlKOYEVOUG adevVWHATWOOUS
rnoAurodiaong. OL olkoyEveleg auteg TpoonABav
0TO KEVTPO amnd Latpouq Kal voookopeia arod 6An
v EAAGBa.

2710 95% Twv aoBevwyv Tou e&eTdoape evTorti-
0BnKe 1N umelBuvn KANPOVOUOUUEVT HETAAAAYY
Tou APC oe etepoluywTia. 'Exoupe evrorioel €€l
NOn yvwoTEq petarrayeg (R213X, R564X, R876X,
Q1045X, 1309del5, D1822V) kat duo (R923X,
2601delGA) mou dev €xouv avagepBel Eava otn
O1eBvn) BiBAloypapia. Ol erttd amd auteg (2 TAal-
OLOTPOTIOTIONTIKEG Kal 5 pn vONUaTIKEG) TIPOKA-
AoUv TIPOWPO TEPUATIONO OTNV MPwTeivoouvBeon
Kat rmapaywyr] EAATIOUG pn AELTOUPYIKNG TTpwTei-
vng, evw 1 D1822V eival mapavonuatikn. ‘Exou-
JE ertiong evToTtioel apKeTOUg TIOAULOPPLOLOUG.

2€ OPKETEG MAALOTA TIEPLTITWOELG 1) AVEVEPYT
npwTeivn, MpoBAEneTal va dipepiletal pe m ¢u-
OlOAOYIKT} Kal va Tnv arevepyortolel emiong, oup-
PWVa PE TO PAVOUEVO TNG APVNTIKNG ETIKPATN-
oNG. 2& OAeq OUWG TIG TEPLUITTWOELG TIOU TIapAye-
TaL KoAoBr| mpwTeivn auth €xel anwAgoel nv
IKavoTNTAd TG va pubpuicel Ta emnineda mg B-ka-
Tevivng He aroTEAECUA TNV £VEPYOTIOINOY OYKO-
yovidiwv Kkal Tnv arnwAela EAEYXOU TOU TIOAAQ-
TAQCLACHOU TWV KUTTAPWV.

2€ TPEIG OIKOYEVELEG E£XOUME TApATnEnosl de
novo petallayeq (Ewikéva 2) yeyovog Tou Oup-
PWVEl Pe TNV UYNAN ouxvotnTa TETOIWV UETAA-
Aaywv Tou divel n BiBAloypapia oto APC.

Ta anoteAéopata pag €del&av cUOYXETION NG
B€ong ™G peTaAAayNG pEoa OTo yovidlo pe tov
patvéturo mou dnuoupyel. Ado and Ti§ peTaiAa-
YEG TIOU TIPOKAAOUV TNV mapaywyry KOAoBNG un
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Qikoyeveia pe tnv codon13089 APC perahiayn
OF de Novo EPPAVION

De novo perakhayn

FaP ara 7

TUmOACYIKG G100

| APC gopéac perakhayric
W FAP

Eikéva 2. Okoyevelakd d€vdpo Omou ¢aivetal 1 arousia HeTAAAaYN§ OTOUG YOVEIG Kal ) eppAavior) Tng de novo oto
nadi. H ouykekpuévn petarayny 1309del5 epgaviCel 1o pawvoTumo oAU vwpig, edw amd Tnv nAkia tTwv 7 £Twv.

OikoyeveEln QOpEQS NG
R213X APC perahhayrig

PumokoyiKS aropo

|} APC gopéeg perakheyg
) FAP

P

Eikéva 3. Owkoyevelakd 0€vipo Tou amelkovilel T petaBiBaon g petaAlayng R213X oe tpeiq ouvexoueveg
yeveeq. H ouykekplugvn petaAlayr] ep@avifel nrotePo PavoTuTIo 0 oXEON He AAAeg, 0 ortoiog eival duvatdv va

yivel avTIANTITOg apKeTa apyd yla Tov aclevr.

Aettoupylkig mpwoteivng mpokaiecav dagpope-
TIKG peta&u toug gawvoturo. H R213X (Ewodva 3)
Tiou Bpioketal otnv apyn Ing npwteivng dnuovp-
ynoe Mo ¢atveTuro mou €ylve avTIANTTog HETa
Ta 30 €t nAiag evw n 1309del5 (Ewdva 2) mou

Bpioketal otn peEon g nMpwteivng €dwoe TOAU
EMOETIKO PAVOTUTIO TIOU €YylVE aVTIANTITOG arto
Ta 7 €1 Tou acBevoug.

2e €vav arod Toug acBeveig pag OTOV Ortoio
Tautoromenke petarliayn (R876X) oto APC, eixe
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eppavioBel pueAoBAGoTWHA dNAAdY| KaPKivVOG EKTOQ
niertTikoU. H BiBAloypagia cuppwvei Kat oe autiv
v mepintwon, apou €xel delyBel 0Tl peTalAa-
YEG oto APC oxeTiCovtal pe Tnv avamtugn pue-
AoBAaoT®uaTOgG?S,

TéNog oe €vav and Toug acbeveiq n avaiuon
€0elEe TNV Umapén g MapavonuaTikig UETAAAQ-
ynig D1822V oe etepoluywtia. H D1822V Bpioke-
Tal og eTEPOlUYWTIO OE PEYAAO TIOCOOTO Kal OTO
(PUCLOAOYIKO TIANBUOpGS yeyovdg Tiou Kavel Tig arod-
Yelg va dliotavTal oXeTikda pe v npodidbeon tou
npoadidel. O cuykekplUEVOG aabevr|g eixe Kapkivo
oTo Tayu €viepo. 21 BiBAloypapia urtdpxouv €peu-
VEQG TIOU CUOXETICOUV TNV Tapardavw PETAAAayr| pe
Ta enineda Tou Airoug otn dlatpogr] Tou atdéuou
€VW GAAEG TNV KATATAOOOUV OTOUG ArTAOUG TIOAU-
pop@lopolg '3, H auvogikn ouwg aiiayr Tou
TIPOKaAeiTalL eival PACTIKY] KAl HAALOTA OE KPIoLo
onueio Mg nmpwteivng APC yeyovog Tou pag ert-
TPETEL va ToTeUoUUE OTL TO BEPa gival akoua avol-
KTO yla TEPAITEPW EPEUVA.

upniepaopatikd o ouvduaopodg dHPLC kat
sequencing pag eMETPEPE va €XOUUE UYNAA Tio-
000T4 ertuxiag otnv Tautoroinon KAnpovopou-
pevwv petaAldaywv oto APC. Me 8d4on tn pEXPL
OTUEPA EUTIELPIA HAG UTTAPYOUV QVTIKELLEVIKA KPL-
Tipla Tou Ba odnyroouv KAToloV OTO YEVETIKO
€heyxo yla Owkoyevr] Adevwpatwdn MoAumodia-
on Kal ta oroia cuvoyifovTal otov mivaka 1.

To emduevo Brjua Tou mpEMeL va yivel eival 1
aloroinon Twv arnoTEAEOUATWY TOU YEVETIKOU

Mivakag 1. Kpimpla xapaktnpiopou acBevoug wg utio-
ynoiou yia yevetikd €Aeyxo yia FAP.
a/a  Kpumpla
1 Kapkivog evtépou 1i/kat 100 1} meploodTEPOL
oAUnodeq oto mayu €viepo petagu 15 kat 40
ETWV O0€ OuvOUaoHO 1 OXl, HE EEW-EVTEPIKES
AANOLWOELG.
2 >uyyevnq npwtou BaBuou FAP 1 APC BeTikdg.
3 H armoucia okoyevelakou 10TopikoU dev armote-
Aeil apvntikn €vdelEn yati 30% Ttwv petaiAia-
ywv dev mpogpxovtal amd Toug Yyoveig aAld
npwTtoepPavitovtal otov acbevn) (.. 010 OT4-
810 tou fuywTou), eivar dnAadr| de novo.

eAEyxou yia APC. H €ykaipn diayvwon piag pe-
TaAayng odnyei oe oTevr] mapakoAoubnon kat
ME TNV agaipeon Twv TOAUTIOdWV HELWVETAL O
kivduvog avantuéng kapkivou kat auEdvetatr To
BloTiké eminedo Tou acBevoug. Emiong, undpyouv
MEAETEG TIOU aEloAoyouv BeTIKA TN XpPrion un oTe-
PoidWV avTipAeypuovwdwv ¢apudkwv (NSAIDs)
£vavTl TG avdanTtuéng Twv MoAUTodwv?’.

2T0X0G Mag eivat n cuAAoyny Ao Kal TepLooo-
TEPWV AoBevwy yla €EETaon £T0L WOTE VA PELW-
Bel To pawvopevo t™g TUXaiag dldyvwong HeTa
aré v avakaAuym Tou Kapkivou, oTtioTe Kat eivat
apKeTA apya yla tov acbevr). Anwtepog 0TOXO0Q
eival n xpnotuornoinon Twv aroTEASOUATWY TOU
YEVETIKOU EAEYXOU OTNV TIPOYEVETIKY KAl TIPOEW-
QUTEUTIK dldyvwon wote oL acBeveiq va aro-
KT OoUV UYyleiq armoydvoug.

ABSTRACT

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

The purpose of this ongoing study is to identify mutations in the APC gene which confer
predisposition to CRC in Greek families and provide accurate information concerning percent-
age and genetic background of FAP mutations in Greece. This information should be used to
achieve early diagnosis and life improvement and expectancy for FAP patients. Furthermore,
this information can be used for prenatal and preimplantation diagnosis. Materials and Methods:
DNA was extracted from whole blood or tissue from selected FAP patients and all 15 exons of
the APC were amplified by PCR. Mutation detection was carried out on the WAVE DNA
Fragment Analysis System (Transgenomic, Inc., USA) and identification followed by automated
cycle sequencing of both strands using the ABI Prism® 310 Genetic Analyzer (Applied Biosys-
tems, USA). Results and Conclusion. We have examined 22 patients from eleven Greek
families with the FAP phenotype. Mutations in the APC were detected in 21 patients. All
mutations detected were producing either stop codons or frameshifts leading to shorter protein
products. Furthermore, we have identified two novel mutations. So far our data suggest that
using dHPLC and sequencing is the best combination of methods in order to correctly identify
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mutations in the APC gene. Keywords: FAP, APC, adenomatous, polyposis, dHPLC, sequenc-
ing, CRC. Forum of Clinical Oncology 1 (4): 225-231, 2002.
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EIAIKO APOPO

KpIThpia avTamokpiong OThV AVTIVEOTTAAGHATIKN
Bepanecia: H onuacia tng orabepomoinonge tng vooou

I. BapBaAitng, *K. lNdAAa

MNEPIAHWH

H ouikpuvon twv dla0TA0EwWV TOU OYKOU, HE QVTIKEIMEVIKA KPLTAPLa, Xpnoldoroleitar oav
delkng ™G dpacTKOTNTAS TwV Papudkwy. Ta kptthpla a&loAdynong RECIST, (avaBewpnuévn
napaiAayn], TG avrandkplong otn Bepareia, Twv Kpinpiwv g WHO), avartixdnkav €10l
WOTE va €XOUV EPAPUOYY] OTOUG TIEPLOOOTEPOUG cuunayeiq dykoug. Emetdn ta véa pn-kutta-
POOTATIKA (PAPAKA, OUXVA, avacTEAAOUV “in vivo” TNV MeEPAITEPW aVATITUEN, XWPIG va TpoKa-
Aouv peiwon, Twv dlactacewv Tou OYKou, Bewpeital avaykaio va evowpatwbouv, oToug TEAL-
KOUG OTOXOUG TWV KALVIKWV DOKIMWY, EVAANAKTIKOL TNG OYKOUEIWONG TtapAyovTeg, Onwg eivat
n “otaBeporioinon Twv dlacTacewv Tou OYKou”, Kal 1 “eAeuBepn €EEAENG vooog”. EmrAgoy, n
Owadikacia g nmapadootakng aAAnAouyxiag peAetwv ¢aong I, Il kau lll, uropei kat va pnv eivat
anapaitn™n ya Ta Un-KUuTTtapoToElkd ¢papuaka. H petarmidnon and tyv ¢don | oty ¢aon lli
uropei va dikaioAoynBel €dv umndpxel BeBalwpevn MPWIUN KAWVIKY] amodelEn g dpacTikd -
Tag Tou Papudkou. TeAikd n Tportoroinon, aAAd, Quaolka, OxL N eykatdAewyn Twv napadoota-
KOV LEBODWV TWV KAWVIKWV HEAETWV, arOTEAEl L 0pBOAOYIKY] TIPOCEYYION OTNV Kawvoupyla
npayuatikomta. Me ta véa dedopeva, Tpemel va d0Bel meploodTepP”n MPOCOXN 0TV mnapdpe-
TPO TNG otabeporoinong tg vooou otn dldpKela Tou XPOVou, TIapd O0TnV KALVIKY] avTarokpLon
mou eEaptdtal ard TNV ouppikvwon Tou Oykou. AEEeIg-KAeIB1A: KuTTapoTOEIKNy Oepareia,
otabeporoinaon vooou, UN-KUTTApPOToEIKA avTtiveonAacuatikd. BApa KAivikig OykoAoyiag 2002,
1 (4):232-241.

Eicaywyn

OL meploodTEPOL KAPKLVOTIABEIG avTIueETWTICO-
VTal PE QVTIVEOTIAQOUATIKA PAPUOKA HE OKOTIO
mv napdtaon g emBiwong (1 v iaon), ka
TNV avaokor] TNg QUOLKNG €EEAENG TG vooou.
2UVETIWG, N AVTIKEILEVLIKY] EKTIUNON TOU Beparieu-
TIKOU QartoTEAEOUATOG TNG KUTTAPOTOEIKNG Bepa-

A/vtig OykoAoyikou Turjpatog & *EmpeA. A” Apato-
Aoyilkou Tunuatog, lMevikou Noookopeiou Xaviwv.
Emkowvwvia: Tevikd Noookopeio Xaviwv, OykoAoyiko
Tunua, Xavia TO 2, 73300, TnA/Fax: 2 821 0 22 837,
e-mail: oncolchania@hygeianet.gr

neiag aroteAel KABNUeEPLVA KAWVIKY] evacyOAnon
Tou OyKoAGYOU, 0 0oroiog KaAeital v’ anogaacioel
yla ouvexion, aAAayn 1} dlakorr g ocuoTNUATL-
KNG 1 NG Torkng Bepaneiag, avdAoya pe tnv
avTanokplon Tou acBevoug’.

2TIG TIPWTEG KALVIKEG LEAETEG TNG OYKOAoYiag,
ot Oekaetia Tou 50, n avrtandkplon, n ormoia
ebBewpeito Kat TeAKOG otdxog, BaolloTav oTnv
UTTOKELUEVIKT] EKTIUNON TOU ylaTPOoU. ZTIG OUYXPO-
VEG, OUWG, KAWVIKEG UEAETEQ, OTIOU e&eTdlovTal
VEQ QVTIKAPKIVIKA ¢dpuaka, n a&loAdynon g
KALVIKAG aQvTamoKpLong, wg TIAPARETPOU TNG EKTI-
MNong Tou BepareuTikoU ArMOTEAECUATOG TNG avTL-
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VEOTIAQOUATIKNG Beparteiag, epapudleTal ota TAai-
0la auoTnNPEA TIPOKABOPLOUEVWY CUVENKWV.

Ta avtiveomAaopatika ¢Aappaka mou avartu-
xOnkav Tta teAeutaia 40 xpdvia €XOUV KUTTAPO-
TOEIKEG 1BLOTNTEG, TIPOoKAAOUV peiwon Twv dlaoTd-
OEWV TOU OYKOU Kal, OE OPLOUEVA VEOTIAQOUATIKA
voonuara, avgnon tng embBiwong. H dueon Bepa-
TIEUTIK] OpAon TwV KUTTAPOTOEIKWV (PAPUAKWV
a&lohoynrOnke e eMAVEIANUPEVEG UETPYIOELG TOU
MEYEBOUG TOU GYKOU, KALVIKA KAl AKTIVOAOYIKA. AuTr
n Oadlkacia ektiunong tng avtamdkplong otnv
Beparieia €xel evowpatwbdel oy Kab’ nuEpa oyko-
AOYIKN) TIPAEN Kal xpnoloroleital ot EpEUVNTL-
KEG KAWVIKEG MEAETEQ Yla va KaBoplotei n avtl-
KAPKLVIKY) dpdon Twv VEWV avTIVEOTIAAOHATIKWV
napayoviwv. MNa va rmotoromnBei 1o BepamneuTiko
AMOTEAEOUA KAl 1] BEPATEUTIKY] EMAPKEIA AUTWV
TV QAPUAKWV XpnoldorolouvTal deikteg, Onwg
n Odpkela avrandkplong, 1o €idog Kalr o TUMOG
avtandkplong, K.A.m.2

EKTignon avramokpiong — véa KpIThpla
a&loAéynong

OL péBodol ekTipnong NG avIanokplong otnv
Beparteia avarTuxOnkav onpavtika Tig TeAeutaieq
dekaeTieg, apyxiCovtag amo pia TAN)PN UTIOKELUEVL-
Kn} a§loAdynon amnod Tov Bepdrovia laTpgd, yla va
aKoAoOUBNoeL €va TIOAUTIAOKO OUCTNHA QVTIKELE-
VIK®WV KpLTNpiwv, To oroio erxelpei va turnoro-
oel TI¢ dadlkaoieq eKTiUNONG TNG AVTATIOKPLONG,
AauBavovtag uroyn avaTtopikoug Kat BLOAOYIKOUG
OeiKTeG.

2710 1éAog NG Oekaetiag Tou 70, eikool Xpo-
Via PETA TIG TIPWTEG EUMELPIKEG KAIVIKEG LEAETEQ
Tou €ylvav o oupnayei¢ oykoug, opada edKwv
yla TOV KapKivo Tou paotou, £€6s0e TI§ apxeS yla
NV eKTipnon tng avtardkplong otnv Beparteia
Tou Kapkivou Tou pactou, (Umd Tnv atyida g
Aiebvoug "Evwong katd tou Kapkivou -UICC). Otav
autn 1 TIPOOTIABela OAOKANPWONKE Kai, HE Ou-
MIANPWOoELg, OUPTEPIEAABE TV Beparteia OAwWV Twv
OuUMaywv OYKwV, oL andyelg mou uloBetridnkav
aré v Emtporm), evowpatwlnkav oTig odnyieq
nou e&€dwoe n lMaykdéopla Opydvwon Yyeiag
(WHO)3.

H Blaitepn onuacia tou divetal ota Mocootd
avtarnokplong Kat n aApatwdng avgnon tou aple-
HOU TWV VEWV QVTIKAPKIVIK®OV PAPUAKWY TIou do-
Kaagovtatl, aroteAolv EMITAKTIKA avaykn avabew-
pnong Kat BeATIwoNG TwV UTIAPXOVTWV KpLTnpiwv.
H ermtirmovn autr npoondBela apxloe to 1996 amnod
Tpia avTinpoowrneutika kevipa: EORTC, NCI-US

kat NCI-Canada. H avaBewpnon twv Kpltnpiov
a&loAdynong, Tou eival pia eupeia, MEPLEKTIKY), KAl
TTANPWG avabewpnueévn mapaiiayr Twv KPLtnpiwv
m™mg WHO, dnpuooteubnke tov deBpoudplo tou 2000
pe 1o akpwvuplo RECIST, (Response Evaluation
Criteria in Solid Tumors). Autd ta kpttipla Tayu-
Tata uoBbeTnOnkav amnd TI§ TEPLOOOTEPES EPEU-
VNTIKEG opAdeq Kal TNV (PAPUAKEUTIKY) Blounxa-
via*.

OL apx€Q yla TV eKTiUNON NG avtanokplong
oTnV avTlveOTAAoUaTIKy Beparieia, oL oroieg
loxUouv Kal ofjpepa, Uropouv va cuvoyloTolv oTa
akoéAouba:

e To gopTio TG vooou xapaktnpiletatl and rmo-
OOTIKA EKTIUNOM, N oOrtoia eival PETPROLUN, Kal
TIOIOTIKY] eKTiuNon, 1 oroia dev gival peTpriot-
K.

¢ O ouvduaopog MOCOTIKAG Kal TIOLOTIKNG aglo-
A6ynong, e€aopalicel v ektipnon Tou Bepa-
TIEUTIKOU ATTOTEAEOUATOG, TO OToi0 XapakInpi-
Cetal amd 4 katnyopieq: OAKYA avtarokplon,
HEPIKN avTanoKplon, oTabeportoinon kat rmpoéodo
™mg vdoous.

Av kat ta kptmpta katd RECIST €tuxav eu-
peiag arodoynq 1dn and 1o 2000, n ripoomndbela
EVAPUOVIONG OUVEXIOTNKE e OKOTIO va arooagn-
vioel 1} va TpoaBEoel Kal AAAEG TIANPOPOpieg yia
EOIKEG LOPPESG KAPKIVOU, OXETIKA PE TNV EKTIUN-
on NG avtarnokplong, Tavia oe OXEoN pe autd
Ta kptpta. O MPoTdoelg yla Tnv TPOTIOToINON
TWV UTIAPYXOVTWV KPLTNPIWV 1} TNV TIPOCOTNKN VEwV
Kpltnpiwyv, ouykevipwvovtal otn B8daon dedoue-
vwv g opdadag tou RECIST.

Me Tta kAaowka kpttijpla g MNaykéouag Op-
yavwong Yyeiag (WHO) 1) ta tporomnoinueva Kplt-
mpla (RECIST), oL avtarnokpioelq twv dapdpwv
KAKONBwV VEOTTAQOUATIKWY VOONUATWY XAPAKTN-
piCovtal wg mApng Ugpeon (CR) 1§ pepikny Upeon
™™g véoou (PR). (Mivakag 1)

Ta kpttfjpla RECIST avartiybnkav €10l wote
va €X0UV EQAPHOYT| OTOUG TIEPLOCOTEPOUG CUUTTA-
veig oykouq. EmumAgov twv kpitnpiov RECIST
Tou e@apudlovTal oToug TePLOCOTEPOUG TUTIOUG
oupnaywv Oykwv, avarntuxonkav eldikd kpltrpla
yla tnv a§loAdynon avtanokplong Katr eEEAENG
véoou ota pn-Hodgkin Aeppwpata (NHL) kat otov
KapKivo Tou TPOooTATne.

Me ta mapandvw Kpltripla ot acBeveiq tou
€xouv avtamndkplon < 50% (WHO) 1§ < 30% (RE-
CIST), } mou au&davovtat ot dlaotAocelg ™G Me-
TPNTAG vOoou oe Tooootd < 25% 1 < 20%, avTi-
otolxa, Bewpouvtal OTL €XouV O0TABEPOTIONUEVN
vooo (SD).
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Mivakag 1. Kpimpla avtandkplong ot Bepaneia katda WHO kat RECIST

WHO RECIST
Baociké péTpo eKTipnong To ywoépevo Tng pEYIOTNG dlap€Tpou H p€yotn diapetpog petpntou
HETPNTOU OYKOU Kal Tng KaBETou tng. OYKou.

(EkTiudtar to d6poioua Twv TIUWV TV UETPNOIUWY E0TIWV NG veorAaoiag

Kat oTi¢ 6uo LeBdOUS)

ANTATIOKPIZH OPIZMO>

MARpeng Upeon (CR)

Mepikry Upeon (PR)

OYKWV.
2t1abepomoinon voocou (SD)
Mp6odog vécou (PD)

TOU GuvOAou

- Napoucia véag BAGBNG

E€agpavion Awv twv BAaBwv
Meiwon >50% tou aBpoioopatog
TWV TIHWV OTO OUVOAO TWV UETPNOIUWV

Oute avtandkpion oute TMPOodog
- AbEnon > 25% pwag BAGBNG 1

E€apavion 6Awv twv BAaBwv +
€MAvod0g O0TO PUOLOAOYIKO OAwV
Twv delKTWV GYKou

Meiwon >30% tou aBpoioopatoq
TWV TIHWV OTO OUVOAO TWV
HETPNOUWV OYKWV.

Oute avtanodkplon oute TPOodog
- AbEnon > 20% pag BAGBNG 1
TOU GUVOAOU

- NMapoucia véag BAGBNG

H edkdtTa Twv kpttnpiwv RECIST cuvoyi-
CetaL oT’ akOéhouba:

e O1 petpnoelg Tou Oykou Baciovtal OTNV pe-
yaAutepn dLAPETPO (HovodldoTaTn pétpnon)’.

e O1 KaPKLVIKEG BAGBeG BewpouvTtal PETPNOILES
o0Tav n peyaAutepn diduetpoq eival peyaAlte-
pn (M ion) arod 2 cm.

¢ To OUVOAIKO QOpPTiO TOU GYKOU Xapaktnpietal
arnd emAeypeveg BAABeg-0TOXOUG, (0L UTIOAOL-
neg BAGBeg kaTaypagovtal aAAd dev petplou-
vTat).

¢ O1 aAAay€g, Tou emEpyovTal pe 1 Bepareia,
oTn Olduetpo Twv BAABWVY TIOU EXOUV TIPOETIL-
Aeyel wg oTdyoL, dleukplviCouv TNV avtamnokpl-
on NG vooou.

e Q¢ PePIKN avTamnokplon kabopiletal n peiwon,
TouAdylotov katd 30% 1 TEPLOOOTEPO, NG
peyaAUTepng dlapeTpou OAwv Twv BAaBwV-0TS-
XWV.

e H avtamokplon ermiBeBawwvetal ¢° €AAXLOTO
peocodaotnua 4 £68douddwv.

e H otaBeporoinon g vooou kabopiletal oe
npokaBoplopgvo pecodldotnua petagu duo
HeTPNoEWY, (OpileTal capwg OTa €PEUVNTIKA
TIPWTOKOAAQ Kal eEaptatal and 1o utid HEAETN
véonua).

e H eEEMEN NG vooou opiletal and tnv avgnon,
og TooooTo {00 1) peyaAutepo amd 20%, Tou
HEYEBOUG TNG HEYAAUTEPNG JlAUETPOU TWV
BAaBwV-0TOXWV 1] arod Tnv epgavion veag BAG-
8ng.

Eival euvénto 611 €va peydho pEPOG aAUTWV
Twv acBevwyv Ba €xel €va B8aBud avtarokplong
Tou dev Ba propel va xapaktnplobei pepikr upe-

on (PR). Zuvenwg 0’ aroAauBavel kat €va PEPOG
TWV TAEOVEKTNUATWYV TwWV aoBevwyv TIoU avtaro-
Kpivovtal.. H pikpfy aut avtarndkplon, mou dev
propei B€Baia, va Xapaktnplobei UePIKN) UQean
¢ voéoou (PR), uropei va ipoopepel KAAN ToLo-
mta {wNng, EPAUIAAN (0wG e auTr) TIOU aTtOAQu-
Bavouv oL acBeveig mou avtarokpivovTal otn Oe-
pareiad.

ErurA€ov, eival eup€wg yvwoTo OTL e TA VEQ
QVTLVEOTTIAQOUATIKA PpAPHAKA N 0TaBgportoinon g
vOOooU eival TIOAU TILO CUX VY] art’ OTL e TIG TTaAaLd-
TEPEG, QULYWS KUTTAPOTOEIKEG, Bepaneieg. Map’
OA0 Ouwg Tou eival Kowvr} n mnenoibnon otnv
OYKOAOYIKT] KOlVOTNTA, OTL E TA VEWDTEPA KUTTA-
POTOEIKA (dApuaka aAAd Kai, Kupiwg, pe Ta veéa
MN-KUTTAPOTOEIKA (pAPAKA TIETUXAIVOUUE OE JE-
YAAo 10000T6 Ootadeporioinon tng vooou, n Ta-
pPAapeTpog autn dev £xel eAeyxBel oe Tuxaiag Ka-
TAVOUNG UEAETEG.

21 diebvn) BiBAloypagia mapouacidletal pévo
MLa TIPOOTITIKA—TIOAUKEVTPIKY] MEAETN TIOU €EETA-
(el TNV TapAueTpo tTNG otadeporoinong g vo-
OouU, 0g a0Bevelg PE EKTETAUEVO KAPKIVO TOU Ta-
X€0g evtepou. (Launois BH, 1999). Ztnv avwté-
pw HeAETN 80 acBeveiq avTUETWIIOTNKAV HE
Xnuewobeparneia 2" ypauung ( irinotecan ) oxali-
platine/5-FU/Folinic Acid 1} 5-FU/Folinic Acid -de
Gramont), 6mou arodelkvUeTal 6TL oL acBeveig Tou
rapouciacav oTabeportoinon g vOoou eixav Tig
idleq mapaueTpoug rowdtnTag (wnig e Toug aode-
Velg TIou avTtarokpiénkav otn xnuelobepaneia®.

Ynapxouv, B€B8aia, TIOANEQ HIKPEG HUEAETES,
Kupiwg @dong I, mou cuykpivouv T amnoteAEoua-
Ta TV acBevwy pe otabeporoinon tng vooou e
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LoTopLKA control acBevwv. Ta cupnepdopata Opws
amod QUTEG TIG UIKPEG MEAETEG, TIAVTA O OXEON
ME TNV TapAUeTpo TG oTabeporoinong g vo-
oou, eival emo@aAn %3,

MeOodoAoyia

OL oUyXpOoVvEQ-TIPWIUES (PAPHUAKEUTIKEG HEAE-
TEG Yl Ta VEOTAAOMATIKA voornuata oxedlalo-
vTal e OKOTIO, Ol vEeg Bepareieg, va Tuxouv due-
oNg €PAPUOYNG OTNV KAWVIKA TIPA&N.

lMapadootakdg oxedlaouog KAWVIKWOV LUEAETWV
TWV KUTTAPOTOEIKWV QapUdkwV

H otpamyikn yla TV €KTiUnon veéwv papua-
KWV, MEXPL TIpooPata, eotialdétav oxedov aro-
KAELOTIKA oTa dedopeEva NG KUTTAPOTOEIKAG XN-
peloBeparteiag kat Bacifovtav g TIPOKALVIKES LLE-
A€Teq TIOU £0elxvav OTL UTIApXEL AuUeON OXEoN
avdueoa oTnv XnueloBepareuTikyy d6on Kal Tov
8AvaTto TwV KUTTAPWV-0TOXWV. AUTEG OL TIPOKAL-
VIKEG 0E OUVOUAOUO HE ETTAKOAOUBEG KALVIKEG ie-
AETeq €0elyvav OTL UTIAPXEL AUeon oxeon HeTagu
™G O60ng TWV KUTTAPOTOEIKWYV (PAapUAKwy Kat
™G ToEKKOTNTAG Twv oTWv. H mapadoyxn o1l n
ToEIKOTNTA €ival doooeEaptwpevn Kat OTL €mn-
PEALEL TIOAU TNV €TIAOYY] TWV BepAMEUTIKWY OXN-
ATV XnueloBepareiag anotéAeoe Tnv BdAon Tou
oxedlaopol TWV TPWIHWV UEAETWV HE KUTTAPO-
TOEIKA pappaka’* (Zynua 1).

MOOMmMm-ITm=

<OX="0

MeAeteg pdong Il kat lll ue kuttapotoéikd
pdpuaka

O okomég Twv peretwv @dong Il eivat va ka-
Boplobei 1 TOEKOTNTA €VOG (PAPUAKOU 1 €vOg
ouvduaopol Qapudkwy, yla va oupreplAngBouv
oucieg HE KUTTAPLKY) avTIVEOTIAQOUATIKY) dpdaon,
Tou €Xel 10N eKTIUNOE], 0E HEANOVTIKEG KALVIKEQ
peAETeg @dong lll. H €peuva oxedldletal yia eru-
Aeypevn opdda acbevwyv, pelwvovtag tov Kivou-
vo €kBeong peydiou aplBuou acBevwy oe un dpa-
OTIKA pdppaka. H ektipnon g avtandkplong oe
KAWVIKEG MEAETEG ¢aong I, aroteAei onuavtiko
6rua ya v avarTugn véwv papuakwy Kat mpon-
yeital Twv PEYAAWV KALWVIKOV HEAETWV, OTIOU
gumAgkovTal XINddeg aobeveiq .

H ouikpuvon twv dlactdoewv Tou OYKOU, UE
QVTIKEIPEVIKA KpLTNpLa, OTwg autd g WHO 1
RECIST, xpnotporoleitat cav deiktng g dpa-
OTIKOTNTAG TWV PAPUAKWY, Kal armoTeAel To Te-
AIKO Kal povadlkd €yKupo otolxeio aroTteAeopa-
TIKOTNTAG TWV QAPUAKWV (av Kal 0E OPLOPEVEQ
MepLTwoelg dev eival To HOvadIKo KPLTHPLO arto-
TeAeopatikdtntag). H pebodoloyia yia tnv ekti-
pNon G KAWVIKNG avtarnokplong deixOnke moAu-
TIAOKN Kal acapri§ oTI§ PETABANTEG TNG. Yro-
otnpietal 6Tl MPETEL va ¥pPnolgorolouvTal au-
otnpea kpitipla ya va pewlei n mbavotnta
oQaApaTwy, Kat n duvntiky BAGBN Twv pEAMO-
VTIKOV agBevdv'e,

AUTEQ oL peAéteq ouvrBwg oxedldlovtal oe
duo | neploodTEPa 0TADIA, YEYOVOG TIOU ETUTPE-

Autavopeveg Adoelg
Néou ®appdkou

XPONOZ
Zxnua 1. AvtiveomAaopaTikry pdon KuTTapoTOEIKWYV.
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TIEL TOV TIPWLUO TEPUATIONO TNG HEAETNG, OFE TEPI-
TiTwon 1ou anodetyBel pkpY) 1] UNdeVIK KAWVIKN
QTIOTEAEOHUATIKOTNTA TWV EAEYXOUEVWV OUGCLWV.
JUVETIWG, oL PeAETEG paong Il €xouv v B€on
TOU “screening”, HEXPL TNV TeAKN amoddelgn g
KAWVIKIG OpaoTIKETNTAG TOU PapUAKou, TIoU artal-
Teltal ywa v a§loAdynon oe peAeéteg ¢aong lll.
Zuxva “tp€xouv” TIapAAANAQ TIAPOUOLEG UEAETE,
oL ortoieq avapeveTal va Kataingouv oe avanapa-
yoya armotedéopatal” (Zxnua 2).

OL peAéteg paong Il €xouv okomd va Katadel-
KvUOUV TNV eMdpKela TOU pappAKoU XP1OLLOTIOWW-
vTag kaboplopéva oTtolxeia Onwg 1 oA emibiw-
on, N ouxvotnta iaong Kat 1§ owdtnTa {wNg.

To kUplo oupnépaopa arnd OAeq TI§ dNUOCLEU-
MEVEG HEAETEG €ival OTL N avTarokpLlon, arod pévn
™™g, Oev pnopel mMpaypatika va “mpoBAEYel” ta
OpEAN NG emBiwong. ‘Ouwg 1 KaAr KAWVIKY avTa-
Tiékplon oe peAEteq paong ll, aroteAei to €vau-
opa yla dievépyela peAetwv ¢aong lll, ot oroieg
kaBopilouv TEAKA TNV avdantugn vEwv Qapuakwy
otnv oykoAoyia'®,

TENog, oL dlagopeg Tou mapatnpouvtal ava-
HEOA OTIG avTATOKPIoEI§ TIOU KataypdgovTal o
peAéteg gpaong Il kat lll, artodidovtal oe didpopeg
atieg, OMwG 1 E€MAOYN TWV KPLTNPIWV OHOLOYE-
velag Tou MAnBuopou Kat n “cuppdpewon’ oTo
BepareuTikd TIPWTOKOAAO.

MeAgteg @dong I, Il kat lll ue un-kuttapotoéikd
Qdpuaxka

H epappoyn g meptypageioaq nmapadoolakng
peBodoioyiag yia peAeteg gaong | kat Il dev pro-
pel andAuta va epappoobei ota kawvoupla GAapua-
Ka, Ta orola dpouv EWKUTTAPIKA 1] £XOUV OTOXO
OUYKEKPLUEVA UOPLa TOU KUTTAPOU-OTOXOU, KUPIWG
ylati n To§kéTNnTa Kat n peiwon twv dlactdoewv
TOUu OYKOU dev Xpnotelouv oav amoAuTol deikTteq
yla v erioyn g d6ong 13 v ekTiunon g
dpaotikdTag. Eival yvwotd 611 oL unxaviopoi Kat
Ta aroteAéopata g dpdong autwv TV Papud-
Kwv dlakpivovTal armd TI§ KUTTAPOTOEIKEG XNKELO-
Beparteicg, oL omoieg PoaBaiiouv kupiwg To DNA
N eumnAgkovtal otnv dadikacia TG pitwong. AvTti-
BeTq, Ta UN-KUTTAPOOTATIKA PAPHAKA, OUXVA, ava-
OTEANOUV “in Vivo” TNV MepalTEPw avarTugn, Xwpig
va TIPOKAAOUV Helwom, Twv dlaoTacewv Tou GyKou.
Erunpdobeta, n amattoupevn OUYKEVTPWON TOU
(apudkou yla TNV avacToAr] edikou Kuttaplkou
OTOXO0U UTTOPEL va Unv TIPOKAAEl ONUAVTIKY) TOEIKO-
mra’®. (Mivakag 2).

H pé€tpnon g KAWVIKAG avTarnokpLong yla Tov
kKaBoplopd ™G avtiveormAaopatikig dpdong twv
VEWV QVTIKAPKIVIKWV PAPUAKWY artattel Tnv epap-
HOYT] QuOTNPWV KPLTNPiwy, ylia Toug AGYoug Tou
avapepdnkav mponyounevws. MNapoAa autd, epo-
OOV Ol OTOXOL TWV TIPWIHWV KALWVIKOV HEAETWOV

Avtandkpion oTnv AvTtiveonmAacpaTikn Oepaneia

Meiwon ®opTiou ‘Oykou
(HepIKn | MARPNG AVTAMIOKPION)

2Z1abepomoinon Nocou

AUEnon ®optiou ‘Oykou

EEEMEN TG MeBodoAoyiag Twv KAvikov MeAeT@v

Mpwipeg, ®daong Il l Zuyypoveg, ®aong Il

AvTIKEINEVIK AvTamokpion

®aong Il

l

KAIvik6 ‘Opelog
EAc06epo AidoTnpa Nécou
ZtaBepomoinon Nécou

Zxnpa 2. MeBodoloyia - avtandkplon KAWVIKWOV HEAETWV
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MMivaka¢ 2. Newtepa avTVEOTIAQOUATIKA, (UN-KUTTAPO-
TOEIKA), pappaka

AvTtiBeta pe T KUTTAPOTOEIKA QAPUAKA TIOU €XOUV
01oxXo 10 DNA 1§ TNV TOUMMOUAIVT, TA UN-KUTTAPOTOE!-
KA ermnpedlouv:

e Tnv peuBpdvn Kal To KUTTapOmAaoua

e Tov KUTTAPIKO KUKAO

¢ Tiq eEwKuTTApPlEG OUDIEQ

¢ Tn véo—ayyeloygveon

e Toug avoOOAOYIKOUG UNXAVIOUOUQ

TIapap€vouv ol dlol Kat PEXPL va ekTundouv ta
véa @dpuaka (pe kaboplopd décewv Kal oxnud-
TWV), TPOTIOTIOW|CEL OTOV OXEDIAOUO TWV HEAE-
TV dev eival, MPog To TMapdv, anodekTEgC.

EvaAAaKTIKEQ TIPOTAOCEIG YIA KAIVIKEG OOKIMEQ
VEWV QapHAKWV

MeAgteg ddong |

AT TIPAKTIKY artoyn ot HeAETEG paong | rept-
AauBavouv oAAarAoUg Kat ONUAvTIKoUug TEAKOUQ
oToxXoUg (end points), TIou €Xouv QTMOPACLOTIKO
POAO OTNV eKTIUNON NG TOEKOTNTAG KAl TNG dpa-
OTIKOTNTAG TWV W KUTTAPOTOEIKWV (PAPUAK®Y,
wote va Kaboplobei n mpotevéuevn d6on Tou
Baoiletal otov MPOodIOPIONSd TNG HEYLOTNG TOEL-
kg doong (MTD) kat tng peylotng doéong mou
avacTtéAMAeL TNV avdntugn Tou Oykou. H emidoyn
™™g d6ong BaoileTal otnv undBeon OTL Kat ot duo
TEALKOI OTOXOL XPNOLOTIoUV TNV avoxry Tou op-
yaviouoUu oav KaBoploTiko mapdyovta?!,

Ta oupnepdopata, ouvrBwg, eival TIOAAG 0’ auTo
To €idog Twv peAeTWV, Kal xpelaletal peyalog
apLBpog dedopevwy wote va eival duvatn n ekti-
pnon NG avacTtoAng Ing avartugng tou Oykou,
oav aroTEAECHA TNG XOPNYNONG OUYKEKPLUEVNQ
d60Nng ToU PAPUAKOU.

MeAgteg ddong Il

‘Onwg onuelwdnke Tiponyoupeva, 1 avacToAr
™G auvgnong tou Oykou arnoteAei €vav anodekto
MNXaviopo dpdong, Twv PN-KUTTAPOTOEIKWY, avTl-
VEOTIAQOUATIKWV pappdkwv. Eival emopévwg ava-

XnpeioBepaneio ———————————— —

lotopika “Controls”

YKaio va evowpatwBoulv, oToug TEAIKOUG 0TOX0UG
TWV KAWVIK@OV OOKIUWV, EVAAANGKTIKOL NG OYKO-
peiwong rapayovteg, OMwg eival n “otabeportoinon
Twv dlaotdoswyv Tou Gykou”, (oTaoudtnta, SD)?2
25, (Zxniua 3).

EvaAAakTika 1) Kal Tautdypova, yla TNV eKTi-
pnon g 8pacTIKOTNTAG TWV MUN-KUTTAPOOTATL-
KWV PapUaKwy, Ba propouoe va anoTeAEoeL TEAL-
kO 01dx0 n ‘N emBiwon xwpig e&EAMEN ™ vooou”
(progression-free survival). EmunAéov, o oxedla-
OMOG plag HEAETNG TIOU TIEPIAQUBAvVEL TOUG Ttapa-
navw oTtéXoug propel va oAoKANPpwOEel 0” £va povo
0Ttadlo, Kal N ArnoTEAEOUATIKOTNTA TOU PAPLAKOU
va eKTIUNOE] OUYKPLTIKA pe “loToplkd control” acBe-
vV Tou €AaBav cupBatikr) Bepareia v} urtootnpEl-
KTIK) aywyn). Eival euvonto épwg, 6Tt “opdiuata
ermAoyng” acBevwv, mou dev uropouv va Tipo-
BAe@Bouv oTov OXedlaopd AUTWV TWV HEAETWVY,
Kal eival eTdeEKTIKA 0TATIOTIKOU AdBouG. Oewpei-
TAL OUVETIG AOYIKO, O’ QUTEG TIG KAIVIKEG UEAE-
TEG, va EMAEYETAL UAKG yla TIANBUOULAKY) OUYKPL-
on, Hovo and To Blo EPEUVNTIKG KEVTPO26-30,

Ma va €xoupe agloriota arnoteAéopata, av n
HeAETN dev propei va meploplobei 0° €va KEVTPO,
npoteiveTal ol idlol aoBeveiq TG HEAETNG va €XouV
KalL Tov pOAO TOU OUYKPLTIKOU TIAnBucpou (con-
trols). AUTEQ oL PEAETEG TIPOUTIOBETOUY TUXAia
KaTtavourn Twv acBevwv Tou, otn dldpkela NG
Bepaneiag, otabeporolovv T véoo toug -SD, oe
ekeivoug Tou ouveyifouv va AapBavouv Bepareia
Kal og ekeivoug Tou Tn OLaKOTTOoUV, HE EKTIUNON
™G avtandkplong CUYKPLTIKA OTIG dUO OpAdES.
(Xxnua 4).

Oplopévol epeuvnTeg MpoTeivouv “MOAUWVU-
poug” (multinomial) kavéveg dlakormig g Bepa-
neiag, oe peAétreg @aong Il mou agloAoyolv tnv
QrOTEAEOHATIKOTNTA TWV UN-KUTTAPOTOEIKWY pap-
pHakwv. O Kavoveg autoi €xouv eldIKY) onuacia
yia ¢@Apuaka Tou TpokaAlolv otacludtnta -SD,
Tou dykou Tapd peiwon twv dactdcewv tou. O
“anayopeuTtikog kavovag”, ¢° autév Tov TUTO KAL-
VIKNG OOKIUNG, EUTEPLEXEL UETPNON TIOCOOTWV
QVTIKELPEVIKAG avTamOKPLoNG Kal TPWIUNG eEEAL-
Eng, pe oxe€dlo peAEng Tou TeplthapBavel duo
OTAdla EKTEAEONG TNG HEAETNG. XPNOLLOTIOWVTAG
“Undevikeq” —(null) kat “evaAAacodpeveg” —(alter-

Z1aBepormoinon
Noéoou

Mpdodog Nécou

2xniua 3. Ztabeporoinon TG vooou o peAETeq ¢paong I
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"Evap&n Oepaneiag —>>

ZraciyétnTa Nocou ( didotnua 3 Pnvwv)

— ZUVEXiCel

Mp6odog N6oou oe didoTnpa >3 pnvav -> diakorm) =——==> Placebo

2ZxAua 4. Xtabeporioinon g vOoou og Tuxaiag Katavoung HEAETEG & OXEDL0 SLAKOTIG TUXALOTIOMUEVNG HEAETNG
To véo ¢pdpuako Bewpeital “urnooyopevo” pe Baon v avaloyia Twv acBevwv mou cuvexiCouv TO PAPUAKO Kal
dlatnpouv oTabepn Tn vOOO TOUG CUYKPLTIKA pe Toug acBeveiq mou Bpiokovtal o Placebo.

nate) unoBeoelg kal yla Tig dUo TapapeTpoug, oL
aropdoelg, Tou agopouv Tnv mpdéwpen dlakort| i
TN ouvexlon NG UEAETNG OTo 2° oTAdlo, uropei
va BaoloBouv oe TokiAoug ouvduacpoug avtaro-
KpLlong 1 otnv mpoodo tng vooou, TIoU dlariotw-
OnKe oTOV TTANBUOUS TwV A0BeVWV TIOU EAEYXON-
kav oto 1° otado NG peAéng. O oxedlaouog
MG UEAETING ME TOUG Taparndvw kKavoveg eival
o acpaAig and toug Kavoveg dlakormnig (stop-
ping rules) Twv Fleming 1§ Gehan, kat poteiveTal
WG, OUYKPLTIKQ, TILO OLKOVOUIKT] HEBOBOG BLAKOTING
MG HEAETNG O TPWIHO OTAdO, AOyw NG un
dpaoTIKOTNTAG TWV Papudkwvi'.

2Ta TAEOVEKTANATA TWV “TIOAUWVUPWV” (mult-
inomial) kavovwv dlakor|g mepthapBavovtal n eAa-
xloToroinon tng €kBeong Twv acbevwyv oe un dpa-
OTIKA (pappaka Kabwg kat n peiwon g mbavo-
TNTAG Yla E0TIEUOHEVT amnoppuyn dpactikou pap-
pdkou, (emeldr) n un-npdodog g véoou -“‘otact-
pOTNTA”- aroTeAel OTOLXEIO TNG ATOTEAEOUATIKNAG
OpAoNg QUTWV TWV PAPHAKWY). AUTY| 1| TIPOCEYY!L-
on €xel ekTiunBei avadpoplkda Kal oe OelpeS KUT-
TAPOTOEIKWY PAPUAKWY, TIOU OUVIIBWS TIPOKAAOUV
peiwon Twv dlaoTAcEWV Tou OyKou32-35,

Ma Ta pn KUTTaPOTOEIKA PApUaka Ba TPETMeL
va Bewpndei 6TL N mpdodog g véoou oTo 10
otadlo NG PEAETNG, Uropel va odnyroel kal o
TIPWIHA CUUTIEPAoUATa Tou apopouv Tnv dpaoTl-
kétnta. Ta @apupaka autd avacTEAAovtag Tnv
au&non Tou Gykou avapeveTal, Kata CUVETELQ, va
MEWDOOUV Kal Tnv ouxvoTnta Twv aclevwv pe
eEEMEN NG vooou. Av T’ aroteAéopata deixvouv
TO avTiBeTo, TOTE N MBavoTNTa va eival aroTeAe-
opatiké To VEo (PApUaKo eival HIKpY, Kat KATw
anod autég TIG OuVvONkeg 1 TPowpe”n dlakort Bew-
peital avaykaia. Auotuxwg Opwg, ToAAoi Aiyol
EPEUVNTEG UEXPL TWPA TIPOCEYYLIoaV W auTtd Tov
TPOMO TO OXedAOUO TWV KAWVIKOV DOKILWY, Kal
dev umndpyouv TIOAAG dedopéva otn BiBALOYpagia
Tou va urtootnpifouv tnv agia mg.

MeAgteg paong Il
H dwadikacia ™ mapadootakng aAAnAouyiag

OOKIUNG Qappdkwv pe peAéTeg ¢aong |, otnv
ouvéxela gdaong Il kat petd ¢aong lll, propel kat
va unv eival arapaitntn yla Ta pn-KuTtTtapoTtogika
pappaka. H otpamywy petarmdnong amd tnv
¢aon | apeéowg otnv ¢aon Il propei va dikatoho-
ynéei edv undpyel BeBalwpEVn TIPWLIUN KALVIKY
arodelEn g SpactikdTNTag Tou Pappdakou. Ot
kavoveg yla mpdwpn Olakorm 1) ouvexlon TNg
MEAETNG, TIOU BaoiCovtal otnv EAAEWYN ATOTEAE-
opatog dpaong Tou Pappdkou, oxedlalovTal yia
epapuoyn ot @don lll, (xwpig va unoioyiCovtal
Ta dedopéva g pdong IS

Ma va petarndnoet pa peAétn ¢aong | oe lll,
elval anapaitnto va Beoriotolv Kavoveg “evdld-
peong” —(interim) dwakorrg, yla va undpxel duva-
TOTNTA va oTapatioel 1 HEAETN €AV TO EPEUVNTL-
KO ok€Aog dev Tapouctdlel IKavoromnTIKA arote-
Aéouarta.

Emniong, und oplopgveg mpoumnoBEoelg, oL Tu-
xatorompueveg peAéteqg gpaong Il prnopel va peta-
mndnoouv dueca oe peA€teq gpaong lll. Ta kputm-
pla ouwg autd mpéenel va kabopifovtal and To
apXIKO TIPWTOKOAAO paong Il. H petarmdnon piag
pHeAETNG pdong | oe Il eival diaopeTikA ard v
ETIEKTAON ULAG TUXALOTIOINUEVNG UEAETNG pdong I
oe ¢aon lll. Kat otig duo, dpwg, MePLTTWOELG UTTAp-
XEL Ul TIPWIUN avackomnon Twv OTolXElwv Tou
acBevouq kat n amoeaon MPWIUNG OlakoTMG 1
peTarMONONG / EMEKTAONG TNG UEAETNG, TIPEMEL
va AapBdvetal pe Baon mpokaboplopEvoug Kavo-
veg Tou TepitAapBdvovtar oto oxedlaopd g pe-
AETNG. (ZxNua 5).

TeAlkd, Tapd Ta urooxoueva TIPOKALVIKA Kat
mpwipa KAWVIKA otolxeia, o kaBoplopdg g aro-
TeAeopatikdtnTag eveg Papudkou artaitel aglo-
AGynon pe mn Xprion, KAaooikou oxedlacpou, pe-
AETNG paong lIl.

Zuunepdacpara

H KAWIKN avamtuén Twv VEWV UNn-KUTTaPOoTO-
EKWOV Qapudkwv anaittei KPLTIKA €&€taon Twv
UTTAPKTWV-OOKIUAOUEVWY HOVTEAWY oXedlaouou
peAetwv @dacewv |, II, kat lll. O gpeuvnTMg TpeEnel
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MeAétn pdaong | ( MovoBeparneia)

Axkoloubei Zuvduaouog pappdkwv i MovoBepaneiag

ddon I: XnueloBeparneia + Mn-KutTapoToéiko

MeAéTeg ddaong I
XnueloBeparneia + Mn—KuTTapoTOEIKO

MeAéteg ®daong Il

|

MeAéteg daong il
Mn-kutTapoTo&iké évavti Placebo
i évavTl KAaooIk\G Bepareiag

ZxApa 5. MeAéteg paong |, IL& lll, pe un-kuttapotogika pdapuaka

TIPOCEKTIKA va dlepeuvnoel OAEQ TIG TIAPALETPOUS
TIou TiepAQUBAvEL N KALVIKY] DOKIUT OTIG OTioieg
eplAauBavovtal Ta Kpltmpla emAoyng mg 06-
ong, ot puebddol kaboplopou [ emBeBaiwong TNg
OpaOCTIKOTNTAG TOU PAapHAKOU Kal 0 EAeyXoq a&lo-
motiag Twv VEWV TEXVOAOYLWV Kal epyactnpla-
KOV HeBOdwv. Tpororoinon, aAAd, Quolkd, OxL
eYKaTAAewWn Twv mapadoolokwv HeBOdwV Twv
KAWVIK@OV LEAETWYV, artoTeAEl pia opBOAOYIKN TIpOo-
OEyYyLon OTnV Kawvoupyla Tpayuatikotnta. Ot aA-
Aaye€g otnv peBodoAoyia avartuybnkav yia v’
a&loAoynioouv TNV KAWVIKY] avTarokplon, n oroia
etaptdral Quolka and tnv mMPoodo NG TEXVOAO-
viag, aAAd ernpealetal Kat and Ta vea avIIKapKL-
VIKA @dpuaka ta oroia dev eival KUTTAPOTOEIKA,
OAAG avaoTEAAOUV Tnv avdamtuén Ttou Kapkivou.
AuToi oL véoL TIapAayovTeq UIOPEL va Unv eripe-
pouv Taxeia peiwon Tou GyKou (UETPNOLUN avTa-
TIOKPLON), GAAQ, ouxva, otabeporiololv TNV vooo
N pewvouv Tov pubud avartuéng tou éykou. It
autd Ta QAapuaka, TpEmel va dobei meploodtepn
TPOCOYXN] OTNV TAPAUETPO TNG OTaBepoTIoiNOoNGg
™Gg voéoou otn dudpkela Tou Xpdvou, mapd otnv
KAWVIKT] avtandékplon 1ou e€aptdrtal arod v oup-
pikvwon Tou oykou®® (Mivakag 3).

Ta dedopcva arod TPWIUEG KALVIKEG OOKLUEQ
UN-KUTTAPOTOEIKWY PapUaKwy BpiokovTal o pdaon
a&loAdynong Kkat avapevetalr va pi€ouv Qwg oe
aloledota oxedla, pe TEAIKO OTOXO TNV ETIAOYN
AQUTWV TWV HEBODWV TOU EAEYXOU TWV PAPHAKWY
otnv enduevn dekaetia. T’ aroteAéopara g

Mivakag¢ 3. Opddeg Un-KUTTAPOTOEIKWY PAPUAKWY
EGFR avaotoAeig: OSI-774, ZD1839, trastuzumab
AvaoTtoAeig TG Kivdong g Tupoaivng: STI-571
MMPIs: BAY 12-9566, BB2516

AvaotoAei¢ ™ng ayyeloyéveong: SU-5416, rhuMAB
VEGF

otabeporioinong ™g vOoou TIOU ETIITUYXAVOUV Ta
VEQ KUTTAPOTOEIKA aAAA Kal, KUpiwg, Ta Pn-KUT-
TapPOTOEIKA pApuaka POAG €xouv apxioel va yi-
vovTal opatd. ‘Hdn o Brenner (Lancet 2002), me-
plypdeel, avaAuovtag Tta dedopgva pe In veéa
peBodo NG meplddou (period analysis), Tnv ermt-
prikuvon g 15etolq emBiwong otov MANBuUouo
TwV aoBevwv pe veomAaopatikd voorjuata®” (Mi-
vakag 4).

TeAlkd MANCLACEL 0 Kapog yia PLUIKEG AAAQYEQ
otn pebodoloyia TG €peuvag Pe TNV XpNRon g
TMAelddag Twv VEWV papuakwy, Kat ol VEoL 0TOXOl
MPETEL va KaboploBouv amnd Twpa ota ouyxpova
EPEUVNTIKA TIPWTOKOAAQ.

Mivakag 4. NpdéBAeyn 15et00g emBiwong (%) acbevwv
pe ™ peEBodo Brenner (avaAuon teplodou)

NeorAaoTtiko ZuuBartikn AvdAuon
Néonua MeBobog leptédou
Kapkivog paotou 58% 71%
Kapkivog 6pxeog 86% 91%
Kapkivog wobnkwv 49% 55%
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ABSTRACT

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

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

BHma KainkHs Orkonorias Topog 1, Telxog 4, OktwBplog - AeképBplog 2002

ical Oncology 1 (4):232-241, 2002.

2nueiwon: Ot ouyypageic Bewpouv UMOXPEWOT) TOUS va guxaplotrjoouv v K. BiBiav AuyouAd rou eriueAnfnke
™mv eneepyaoia ToU KEWWEVOU, TWV MVAKWV Kal TwV OXNUATWV TOU Mapovro§ dpBpou.
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MAPOYZXZIAXZH MNEPIZTATIKQN

2TOXEUTIKN) Ocpareia pe imatinib (Glivec):
AvavTioTolXia KAIVIKOU 0QEAOUC Kal AVTIKEIPEVIKAC
avTaniékpione U0 acOevwyv HE METAOTATIKO
YOOTPEVTEPIKO OTPWHATIKO OykKo (GIST)

2. Toouong', ®. Owkovouidol?, E. BoupAiwtdkn®

MEPIAHWH
O yaotpevteplkoi oTpwpaTikol OYKOYGIST) ouviotouv KAWVIKY) ovIOTNTa, JE TIABOYEVETIKO
EMIKEVTPO TN HETAANAAEN TOU c-Kit TPpWTO-0YKOYOVLIDiou, N EKPPAcN Tou oroiou aviXveleTal oTa
VEOTIAQOUATIKA KUTTAPA, avoooicToXNUIKA. O armokAelopog tou urtodoxea c-kit pe to imatinib-
(Glivec) eival pia ao@ahinq GTOXEUTIKY Bepareia avacToAng TG evOOKUTTAPLAG HETAPOPAS TOU
ONUATOG, TAXEWS KAl OE ONUAVTIKO TTOC00TO anoteAeouatikry. Avo dppeveg, 59 kal 54 €Twv, Ue
petaotdoelg and GISToto rjnap, Bepanedtnkav pe imatinib, PO, 400mg/nuépa. Katda t €vap-
&n Qg Bepaneiag, o MPWTOG fTav BapEwg TACXWYV, IKTEPIKOG Kal KATAKOLITOG, AOYw HAlIKNG
NMAtikng mPooBoAng, aAAd TaxEwg £YLVE TEPUMATNTIKOG Kal EVTOG 4UIVOU AroKaTeoTnoe TNV
nratikny tou Boxnueia. Metd 15unvn Bepareia, TMAPAUEVEL OE IKAVOTIOINTIKI] UTIOKELLEVIKN
avtarnokplon. O deltepog NTaAvV Kal TAPAUEVEL ACUUTITWHATIKOG, KATd Tnv 9unvn nepiodo g
Bepaneiag. Méxpl twpa, Kat ot dUo mapouciacav eAappd oidnua Twv BAe@dpwv Kat Tou
TIPOCWTIOU, KAl 0 €vag yuvalkopaotia, wg napevépyela Tou imatinib. Zto CT, ol apXIKEQ NraTtt-
K€G OINdroelg peTtaBAnOnKav oe KuoTteoeldei§ aAAowwoelg Kal pikpuvav < 25%, dikaloAoyovtag
“eAdx1oTn” avtarokplon, ducavaAoyn TPOg TO ONUAVTIKO KALWVIKO OpeAOG Kal Twv duo acBe-
vav. O 1010tnTeg G véag autnq Beparneieq unayopelouv TNV avabewpnaon NG onuaciag
™G avtandékplong g vooou, OMwG auTrh eKTIHATal pe METPKA pEoa. AEEeIg eupeTnpiou:
lMaotpevteplkoi OTPWHATIKOL OYKOL, NMATIKEG HeTAOTACELG, imatinib, KAVIKO OQEAOG, QVTIKELLE-
vk} avtanokplon. BApa KAivikig Oykoloyiag 2002, 1 (4):242-247.

Eicaywyn

OL yaotpevtepikol otpwpatikoi oykol (Gastro-
intestinal Stromal Tumours-GIST) ouviotouv vo-

MaBoAdyog OykoAdyog, 5/vrg, 2Amnoomacpévn Latpog
neplp. latpeiou, °Eidikeudpevn otnv Maboloyia,
OykoAoyik6 Turua, “BeviléAelo-Mavavewo” I'. N., Hpa-
kAelo Kpring. A. Kvwoou, Tt 71 409, TA. kat fax:
2810 36 80 53, e-mail: tsoussis@hygeianet.gr

OOAOYIKI] OVTOTNTA, HE KEVIPIKO TIABOYEVETIKO
onueio ™ PETAANEEN Tou c-kit mMpwTo-oyKOYyOVi-
OloU TWV OTPWHATIKOV KUTTApwv'. To oykoyovi-
010 autd ekPpdlel Tov ouwvUHO (c-kit) urtodoxea
evog auénTikou TapdyovTa, kal aviXvevstal avo-
OOIOTOXNUIKGA, HE TO HOVOKAWVIKO avTiowpa
CD1172. O1 GIST amavtouv oTn Wéon Kat LeYAAn
nAia, kat Twv duo pUAwV, evToTttiCovtal 0To oTo-
Haxo, 0TO AEMTO €VTEPO KAl OTIavia oTo 0pBa, Kat
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ekdnAwvovtal ouvrBwg pe évo, aoppayia, ano-
epa&n 1 ddtpnon. Oswpouvtal KakorBelg, e
TIOKIAN emBETIKOTNTA. ZUVNBwG, eival Xelpoup-
yriowol, aAAd urtotporudlouv Kal pediotavtal, Kupla
oto nfnap?, kat eival xnueloavBekTikoi. Eni peta-
OTATIKAG vOOOU, OTOXOL TNG CUCTNUATIKNAG Bepa-
nieiaq eival n otabepny eEacPAALON KAAG TTOLOTN-
Tag (wnig, HEOW Tou EAEYXOU NG VOOOU Kal Twv
TIAPEVEPYELWV TWV PAPUAK®WV Kal 1) TIapaTaon g
emBiwong. Auvatétnta eAeyxou Twv GIST mapég-
XEL 0 avaocToA€ag Tou c-kit, mapaywyo tng pavu-
Aapvo-Tuppdivng, mou gpEpetal wg imatinib me-
sylate(Glivec, Tng etaipiag Novartis, Basel, Swit-
zerland)*587 ka1 yopnyeitar PO, oe ddon 400-
1000 mg/nuEpa, ouvexwg. Mpdkettal ya Tov MpwTo
OUVOEeTIKO avaoToOAEa TNG VOOKUTTAPLAG LETAPO-
pag onuartog(signal transduction). H dpdon ToU
€xel aglohoynBel oe erminedo dykou(avtandkplon)
Kal a00evoUG(EAEYXOG CUUMTWHATWV-KAAT} avoy)).
2e emninedo dykou, n avaoyeon NG avartu&ng
Tou(oto FDG-PET scan) meptypdgetal taxeia-
evI6g 2unvou- 57 1 ouikpuvon Twv €0TIOV TOU
(oto CT kaiL FDG-PET scan) avépyetal g Tt000-
0106 54-69%57, Kal 1 10TIKI {WTIKOTNTA TWV UTO-
Aelppatikwv aAdowwoewv(oto FDG-PET scan kat
oe D1adoXIKEG DLAdEPUIKEG TIAPAKEVTNOELG NaATL-
KOV HeTAOTATACEWYV) HeldveTal®’. Ze eminedo
aoBevoug, 1 CUPTTTWUATIKY BeATtiwon erituyxave-
Tar oTo 88-89% Twv BepameuBevtwv®’ kat emi
emtuxiag, e€akoAoubei 6oo ouveyiletal n Bepa-
neia Kat n apakoAoudnan, yla Xpoviké dldotnua
3 8 kat 9-13 7 unvayv, eva 1 avoxn Tou eappdkou
elval kaAn>87. Ta kpltpla OUWG NG AVTIKELUEVI-
KNg avtanodkplong Twv GIST ¢ aut T veou TU-
Tou Bepareia e@appdlovtal pe Baon TG HETPL-
KEQ UETABOAEG TWV £0TWOV Tou OyKoud, evw, ma-
PAAANAQ, TTapaBAEMETAL N KUTTAPLKY) UTIOOTAOY) Kal
N (WTIKOTNTA TWV UTTOAELUUATIKWV AAAOLDOEWVY,
otolxeia tou, BewpnTIKA, TIPETEL va emnpealouv
N BloAoYIKY) KaTdoTaon Tou aoBevoug Kat To EAeU-
Bepo €EEAENG ™G vOoou didotnua. To Mawo tou
2001, Baowlduevol otn dnuoocicuon Twv WG Avw
MEAETWVE7, av Kal [N LOXUpA OTOLXELOBETNUEVWV
(weak level of evidence)®, Bswprioape dikalolo-
yYnuévn tnv mpoomndbela xopriynong tou imatinib
oe dUo aoBeveig pag Pe LETPNTEG NMATIKEG LETA-
otdoelg and GIST, Evav MOAUCUUTTTWHATIKG, TEAL-
Kig” ¢aong, wg “Beparteia ard oikto” (compassi-
onate treatment), kat €vav acuuMTWUATIKG, Kal OTIQ
0uo mepinTwoelg, MPotou avayvwplobei To imat-
inib wg kKaBlepwpueévn Bepareia twv GIST (pe TIQ
Oladikaoieg mou avakUmTouv yla TNV andKTnon
pappdkou dpacTikoU pev, aAAd un dlabgoipou).

MpwTn mepinTwON

Avdpag, nAkiag 58 etwv, To 1998, mapouciace
€vav otadiou T4NOMO oTpwuatiké GyKo TOU Op-
BouU, pe peydAn kuttapoBpibela Kat PITWTIKY dpa-
oTNPELOTNTA, Kal avOOOICTOXNUIKOUG XAPaKTAPES
Aelag HUIKNAG Kal veuplknig Olagoportoinong, actin
(1+), N.SE. (+), desmin (+/-), kat S100 (+). H €«k-
ppaon tou c-kit e€eTdoTNKE OTO APXIKO dlAYVWOTL-
KO UAKO, 3 £Tn apyoTepq, Kal BpeBnke BETIKY), ot
avw tou 90% Twv VEOTIAQCUATIKWV KUTTAPWV, e
TMOIKIANG €vtaong avooypwon. ApXIKd, o OYKOG
BepareUTnKe HME KOIAIOTIEPLVEIKT] EKTOMY] KAl LE-
TEYXEPNTIKY akTvoBepareia. Metd €va €t1og, 1
vOO0G UTIOTPOTTIA0E, e NMATIKEG LETAOTAOELS, TTIOU
ETIXELPNIONKE va KATaoTpapouv pe OLadEPHIKY| TO-
kY] Beparteia(€veon alBavoAng kat pe evOoioTIKO,
01001K0 laser), xwpiq anotéAeopa. Ao 1o deBpoud-
plo Tou 2000, 6Ttav pag MapanePPonke o acevnq,
€wq Tov ArpiAlo tou 2001, Adyw erudeivwong Twv
NMATIKWV UETAOTACEWV Kal ETIUMAEOV QVATTTUENG
TWUEAKNG/TIEPLVETKNG UTTOTPOTTNG, Xopnyrienkav did-
popa eidn xnueoBepareiag (CYVADIC, ifosfamide
kat paclitaxel +carboplatin), xwpiq arotéAeoua. Ev-
dldpeoa, AOyw amoPPAKTIKNG ouporndbelag, arat-
TBNKE PHOVILOG AVAKOUPLOTIKOG AUPOTEPOTIAEUPOG
OoUPNTNPIKOG KAl KUOTIKOG kaBetnplaoudg. To Mdawo
Tou 2001 o aobevr|q ouykatatebnke va AdBel To
imatinib, ou pag OleT€ON petd diunvo. Tote, o
aocBevrig NTav Katdakottog (Performance Status-PS
4, g kAipakag ECOG), pe avopetia, epetoug, ikte-
PO, HEYAAN nratiky] didykwon, owdrparta, alwbal-
pia kat coBapry avawia, TMou anaitnoav £owTePL-
KNG voonAeia, yla Xoprynon ormosdwy, ep uypwv
kal petdyylong aipatog. 211§ 31.07.01 dpxloe ima-
tinib, PO, oe ddon 400mg/nuepa, ouvexwg. Metd
OUo eBdopadwv Bepareia, eixe PS 3, kat apou-
olaCe ouvexn KAWVIKY Kal Bloxnpikr BeAtiwon. Metd
4unvn Bepareia, eixe PS 2, fma kat mapodkn
oupnTwpatoAoyia (mévoug, epetoug, avope&ia dap-
pOLER), TIAPEUEVE NIIA AVALUIKOG, XWwPIG (KTePo 1)
owdnpata, pe peiwon g Nratikhg dloykwong, aAAd
Atyotepo epgavr peiwon g Tepveikng padag
Kal arrokaTaoTaon Ing Nratknig Bloxnueiag. H akTi-
voavatopia Tou Aratog, oe Tipo NG Bepaneiag CT
scan, ouvioTaTo O EUPEYEDELS, LIKTEG, OUUTTIaYEig/
UTIOTIUKVEG Kal AAAEQ TIeplypamTeG, QUIYWS UTOTIU-
KVEG aANOWWOELS, TToU, BUO Kal 15 prveq petd tTnv
€vap&n Tou imanitib, pewdnkav katd 25% kat pe-
TaBABnkav, 6Aeg, oe un dINONTIKEG, OUOLOYEVWG
UTOTUKveG (KuoTeoeldelq) TIEPLOXES, TIEPLBAAASLE-
VEQ ard (PUOLOAOYIKO NraTikO Tapgyyupa (Ewoéva
1-3). H opikpuvon Qg evdorueAkng pagag, erme-
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TPEPe TNV agaipeon OAwV TWV OUPOKABETNPWV
(Eikéveg 3&4). H “otaoiudmra” g nratiknig BAa-
8ng nftav ducavdloya HKPN} TPOG TN ONUAVTIKA

Eikoveg 1-3. EEEMEN amekoviong NMaAtikwv PeTaoTta-
oewv GIST unod Beparneia pe imanitib.

FROHT

Eikoveg 4&5. Zpikpuvon evdormuellkng pafag otov
aoBevny TNG MPWING MepimTwong uto imatinib.

KAWVIKT] Kat BloXnuKN BeAtiwon tou acBevoug. Tov
NoéuBplo tou 2002, TaPEUEVE OE IKAVOTIOMNTIKNA
OUUTTTWUATIKY UQeon, He eAappd aAAd otaBepd
oidnua BAepApwv Kal TPOCWIIOU, YUVAlKoUaoTia
KAl (QUOLOAOYIKY] NATIKY] Bloxnueia.

AeUTepN TEPITITOON

Avdpag nAkiag 52 etwv, 1o 2001, Tapoucia-
oe €vav otadiou T3 NO MO otpwuatiké OyKo Tou
otopdaxou, peyiomg dwapetpou 10 cm, e Kavh
TIUPNVIKY KAl KUTTAPLKY) aTuTttia, >4 WTWOoELS K.O.TL.
X 10, eKTETAUEVEG VEKPWOELG KAl QILOPPAYLKEG
dnOBnoelg Kal avoooioToXNUIKOUG XAPAKTHPESQ
APXEYOVOU HECEYXUMATIKOU OYKOou, He c-Kit (+),
actin (-), desmin (-), S 100 (-). OeparneUtnke e
KEVTPIKN OLOOPAYEKTOUY, OTIANVEKTOUN Kal oupaia
TIAYKPEATEKTOWY], LE OLOOPAYOYACTPIKY) avaoTo-
Hwon. MeTtd €&€aunvo, evw MAPEPEVE ACOUUTTTWUA-
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TIKOG, KAl UE PUOLOAOYIK Natiki Bloxnueia, to
CT Kolhiag €0el&e MIKTEQ OUUTAYEIQ/KUOTIKEG Kal
QUIY®G KUOTIKEG OeuTeportabeig evtorioelg OTo
Arap, Tou TEKUNPLOONKav e SladePpLKY) TTAPaKE-
vInon NG HUKTWV otolxeiwv, c-kit BeTIKAG aA-
Aoiwong. Zuykatatednke va AdBet imatinib, oe déon
400 mg/nuépa, PO, cuvexwg, xwpig averubuuntn
eveépyela, AV eAappou odrpatog Twv BAePa-
pwV Kal Tou mpoowriou. MeTtd dUo Kat €&l unvawv
Beparteia, To CT £d¢ei&e TI§ NratikeG BAABES (Dleg
oe aplBpod Kat pIkpOtepeg KaTd 20%, aAAG OAeq
HE KuoTeoeldr) uPrj, Kal TNV aKTlvoavatopia Tou
Aourtou Nratikou rapeyXUpatog GpuoloAoYIKY. MeTd
eVVEQ UNVwV Bepareia, o aoBeviig TIapEPeEVE aou-
MTTTWHATIKOG, YE NTATIKY Bloxnueia pUOLOAOYIKT.
Kat edw, Ta PETPIKA OTOLXEIO TWV NTATIKWV aA-
Aolwoewv otolyxelofetoloav PETPIKY “OTACLUOTN-
Ta” ™G vooou.

ZufiTnon

O aoBeveig pag mapouciacav tn ouvridn ou-
prepupopd twv GIST, pe npwtn ekdRAwon uro-
TPOMmNG TI petaotdoelg oto Nrap’®. H vékpwon
TWV aAlowoewv eival 1OTOAOYIKO elpnua Tou
napatnpeitar autépata, kat aveEdptnta arod Inv
ermruxia ™g epappolopevng Bepareiag. ZTnv
TPWTN TEPITITWOT, OUVEBN Kal TOTIKOTIEPLOXLKT|
urotporr, kab’ éoov n e€aipeon Tou OyKou eixe
yivel eyyug Twv opiwv TOu, eV® 1 aKTvoBepa-
nieia dev ekpilwoe TN UIKPOOKOTIKY] UTTOAELUATL-
Kn} véoo, kaBdoov 1 dpdon Tng aktvoBoAiag erti
Twv GIST eival a8é8ain'’. To 1998, dtav dayve-
otnke GIST otov mpwTo acBevr], mapd tnv €AAeL-
yn Tou c-kit, ) LoTOAOYIKY) Tekunpiwon GIST eBew-
peiTo €MAPKAG LE HOPPOAOYIKA KAl AVOCOIGTOXN)-
MIKA KpLThpla,, KaB' 6oov pEXpL TOTE, 0 “OTPwWUaA-
TIKOG OYKOG” iTav 6pog Tou ekAAuTtTe OAoug adla-
KP{TWG TOUG LECEYXUMATIKOUG OYKOUG TOU YAOTPE-
vTepKoU OwArjva. EmmAgov, 1 avoooioTOXNUIKY
BeTikOTNTA Yla actin, N.S.E. kat S 100 meptypad-
petal eni GIST, wg arnotéAecua Tng mapouciag
(PUCLIOAOYIKWV AEIWV HUIKWOV VWV TOU EVTEPIKOU
Kal TOU ayyelakou TolXWHaTog, eVTOg Tou GYKou,
0AAG KAl WG ATIOTEAECHUA TWV TEXVIKWV Kal TwV
UTIOKEIUEVIKWV TIAPAYOVTWV NG eKAoToTE PEBO-
dou Kal NG KaTd TePImMTwon eKTiUNoNg Twv €u-
PNUATWY. ZTNV MEPITTWON auTh, N €K TWV UOTE-
pwv aveupean BeTikou Tou c-kit alohoyel Ta ap-
XIKa avoooiotoxnuikd dedopeva wg pn 10IKA Tou
GIST, kat kKaB6Aou UTOdNAWTIKA AAAOU peoayyu-
patikou evieplkou Oykou. To 2002, n avixveuon
Tou c-kit tav dlabgoun, kat otn dedtepn mepi-

TTWoN Tekunpiwoe tn vooo €€ apxng. O mpwTog
aoBevnq eixe 00Bapd KALVIKOEPYAOTNPLAKO ETIN-
peaopd. Amd nyv TEPLYPAPY) TWV TEPLMTWOEWV
Tou Joensuu kat ouv® Tou Blanke kat ouvé, kat
VanOosterom kat ouv”ouvayetal Mwg oL acheveiq
TOUGQ €ixav TIOAAEG MMATIKEG UETAOTAOELS, XWPIQ
ooBapn) Aettoupyikn nriatikn diatapayr) kat PS 0-
2. NAnpogopieg emi g epapuoyng, avoxng Kat
ArOTEAEOUATIKOTNTAG ToUu appdkou, emi Bapla
naoxovtwv acBevwv eAAeinouv. MNdavtwg, oTov
B8apld aoBevry pag, n avoxn Kai n anoTeAeouarti-
KOTNTa NG Bepareiag rtav MeplocdTEPO and Ka-
VOTIOINTIKY).

H ekAeKTIK] OTOXEUOY OUYKEKPLUEVOU KOUBou
mg maboyeveTkng atparol twv GIST and To
imanitib, dlapuAAooeL ard vooNpEg MapevEPYELES,
kal ouvdualopevn He Tnv Taxela aroteAeopati-
KOTNTA Tou, KABLOTA TO (PAPUAKO KATAAANAO Kat
yla emBapnueveg MEPUTTWOELS, AAAG KAl yla acu-
UTITTOHATIKOUG acBeveig, orou, eAAeiPel cupmTw-
pHaTwV Kal anelA\nTikwv dlatapaxwv, Tiletat di-
Anppa peta&l dueong €vap&ng Bepameiag kat
avaBoAng g, AOyw duvnTikng TOEKATNTAG, OMWG
OuvEBN oTo deutepo acbevr). H €kBaon Tou Tpw-
Tou acBevny Ba ftav polpaia, dedougvng g, HeE-
XpPL TPOTIVOG, anouciag arnoTEAEOUATIKAG OUOTN-
paTikAg Bepaneiag emi Tou CUYKEKPLUEVOU TUTIOU
oykou. O xapaktipeg NG vOooou Tou, dikalolo-
youoav, kat eAAeiyel Tou c-kit, Tnv epappoyn Tou
imatinib, ereldn rjtav kpiowo va ermxepndei pla
ouotnuatikn Bepareia, mou Ba eyyudtav Taxeia
dpdon. H Bepareia pe imatinib, dlaBETel autr) v
1BOTNTA®” evd oL UPEDEIG OAOKATPWVOVTAL UETA
1-4 pfjveg ouveyoug Bepareiag®. H aiola ékBaon
™m¢ Mpwng mepintwong, dev unopel va arote-
A€oel Tov Kavova, eri Tavtog (wTIkE emBapnue-
vou acBevoug rou Ba AdBel imatinib yla petaota-
TK6 GIST. O@a pmnopouoe, OUWG, va ATOTEAEOEL
napadelypa g a&iag mou €xel n €ykalpn mpo-
0Baon'? mpog éva eUANMTO PAPUAKO, HE Hovadi-
kn} 1doTNTa. ETunAgoy, 1 elAoya MECIPIOTIKY avTi-
Anyn, Tou €xel aywel arnd Tn Xprion Kuttapo-
TOEIKWY XNUELOBEPATIEUTIKWY KATA TNV “TEAIKN”
(aon acbevwyv, OTwg autog, eivat duvatod va Tpe-
YeL TIPOG ML VIXIALOTIKY) BEPATIEUTIKY) TIPOOEYYL-
on, Kat va adlkiioel €vav acgBevn emeldr) Bpioketal
0¢ KOKI| Katdaotaon arod petactatikd GIST, pe
aroTéAeopya va Tov arootepnroel and pla veou
TUrou Beparteia, pe 1OLOINTEG ONWG TO imatinib.

Avaloyn BepareuTiky) oroudr) dev OUVETPEXE
07O delTEPO, ACUUTTTWHATIKG acBevr), Ye tnv arr’
apxXnS TEKUNPLWHEVT VvOoo, KaB' ooov dev eival
YVWOTO €dv n Aueon €@ApUOYY] TOU (PAapUAKoU
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€Ml PHETAOTATIKOU, QCUUMTWHATIKOU aoBevr] wpe-
Ael meploodTepo, EvavTl TNG EPAPHUOYNG Tou 6Tav
KaTaoTtel OCUPMTWUATIKOG. H dueon duwg epappo-
YN TOU, XWPI§ VOONPEG TIapEVEPYELES, Kal 1 “eAa-
Xl0TN” avtarnokplon g vooou Tou dlatrpnoe v
non kaAry mowdtnta (wng. Emumigov, n a&ia g
ETIIKOUPLKNG EPAPUOYNG TOU ETTL A0BEVWV UE TIAY)-
pwqg e&alpoupevo, KaKAG TiPdyvwong OYKo, 0w
ouveBalve pe Tov aoBevry autov, peAetdral Kat
g mpog 1 ddon kai wq Tpog TN Odpkela(A.
VanOosterom kat C. Blanke, mpoowrikn erikol-
vovia).

H to&IkdtNnTa Tou imatinib, cTnv nueprotla doon
Twv 400 mg, avTietwmiletal eukoAa®®7, onwg
ouveBn otov TpwTo acBevr) pag. H 1dewdng do-
ooAoyia epeuvatal akoun, kat n didpkela Tng Be-
pareiag Twv avIAmoKPVOUEVWY OeV €XEL AKOUN
kaBoplobei. Mavtwg, dedopeva ToEkdTNTAG ard
HaKpd xopriynon Tou ¢apudkou dev umidpyouv,
Kal OUVETIWG, T aBPoLoTIKY) TOEIKOTNTA TOU VEOU
autou @apudkou dev artokAeieTal

OL nraTikeg petaotdoelg Kat twv duo mepl-
TMITWOEWV PETABANONKAV O AVUPEG KUOTIKEG QA-
Aowoelg. H epgpaveotepn UPeon Twv HETACTA-
OewV TOU Nratog &vavTl g evOorueAknig/mepl-
veikng €0Tiag otnv npwTn mnepintwon, 6a mnpenel

pdAAov va arodobei otnv mponynbeioca TUEAKN
eyxeipnon/aktivoBeparneia, ou meplopiCouv v
AlLATIKY TIpdoBacn Tou Pappdkou otov Oyko. Aev
elvalt 8¢ yvwotd edv n akTtvoBoAia mpodyel v
avanTugn avBekTIkWy oTnv imatinib oTpwpaATIKWV
KUTTAPIKWV KAWVWV.

Ol HETPIKEG HETABOAEG TWV NMATIKWOV AAAOLW-
oewv dev TAnpoucav Ta KaBlEpwHEVA KPLTYpla
™G MEPIKNG Upeong(n Helwaon Tou peyeboug Tav
20-25%), apd 1o YEYOVOQ OTL TA UTIOAELUHUATIKA
eupnuata dev avtinpoowrelouv aAnbwg {wTkO
UTTOAEIUATIKG dyKo®. ZTnV MpwTn mepintwor, Bpi-
OKOVTaV 0g avavTloTolyia 1pog To HEYAAO TEAKO
KAWVIKO OQeAOG, eVW) OTn OeUTePN NTAV APKETEQ
WOoTe va dlatnprioouv KaAr YeVIKY] katdoTaon et
pHakpdv. Ta oyxuovTta KpLtripla Ing Upeong €xouv
kaBoploBei pe Baon tTa AnoTeALOUATA TWV KUTTA-
POTOEIKWY, Kal Ol TWV VEOU TUTIOU OTOXEUTIKWV
Beparelwy, Kat ardéAuta a&loAoyoUupeva, UTTOEKTL-
HoUV TO TEAIKO QTIOTEAEOUA.

O oToxeuTikeéq Bepaneieq gaivetal nwg dia-
(PEPOUV Kal WG TIPOG TI§ EPAPUOYESG KAl WG TIPOG
TOV TPOTO aEloAdynong Toug, AVTIKEIUEVO TIOU
xpewaletar avabewpnoan, 60o ol Bepareieq auteg
kabiotavtal ouvnBEoTepE.

ABSTRACT

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

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

Mepiypagn emrTuXoug Beparmneiag METAGTATIKOU
AOEVOKAPKIVWHATOC TOU OICOPAYOU HE TO OUVOUAOHO
maKAITaEEANC Kal GIOTTAATIVRC — avaoKomnon

™G B1BAIoypagiag

A. NikoAaidn, X. Mapketog, . 2tauouAng, 2. Toidiakog, A. T¢avvivng

NEPIAHWH

O kapkivog Tou olcopdayou eival 0 TpITOg Ot OUXVOTNTA KAPKIVOG TOU YAOTPEVTEPIKOU LE
paydaia av&non tnv TeAeutaia eikooasTia. MNapouoialoupe Tnv mepimtwon evog avdpa 72
E€TWV L€ YETACTATIKO KAPKIVO 0l100¢pAyou Tou UTtoBANBNKe oe Xnuelobepaneia pe tov cuvdua-
OUO TIAKAITAEEANG KAl OLOTIAATIVING JE EVTUTIWOLOKY avTarokplon. H avaockornon tg npoéoga-
m™mg BiBAoypagiag katadelkvuel OTL 0 ouvduaoudg taEdvng Kal OloTIAATIVNG €ival EAKUCTIKOG
AOYW TNG €UKOAIOG Xopnriynong, amodeKtng TOEIKOTNTAG, BEATIWONG TWV UTIOKELEVIKWV OU-
MITOPATWV Kat Tou a&ldAoyou TI0000TOoU avTanokpioewv mou ertuyxdavel. Bapa KAivikng Oyko-

Aoyiag 2002, 1 (4):248-251.

Eicaywyn

O kapkivog tou owgopdyou eival o Tpitog ot
OUXVOTNTA KAPKIVOG TOU YAOTPEVTEPIKOU CWAva.
Mpoopata darmoTwbnke dpaupatiky avnon g
ouXvOTNTag Tou adeEVOKAPKIVWHATOG, artd 15% Tiplv
710 1980 o¢ nepinou 60% SAWV TwV VEOTIAQCLWV
TOU oloopAayou.

H au&nuevn autry ouxvétnta Tou adevVoKapKL-
VOUATOG OPeiAeTal OTNV QUENUEVN OoUXVOTNTA TOU
KapKivou tng Kapdlooloopaylknig CUUBOANG. Amo
MaboyeveTiKAG arnoyng aivetal OTL To adevo-

MaBoAoywkn} OykoAoyikry KAvikr) 6o OykoAoyikd Nooo-
kopeio IKA ‘Tewpytog Mevvnuatdg”, Aowriou 4, Tkudn,
Abrjva.

YrieuBuvog aAAnAoypaepiag: Anuntpng Tgavvivng, Ka-
nodiotpiou 17 Meukn, 15121, 0974-122880, Fax: 010-
6427249

KapKivwpa oxetifetal pe tnv Xeovia yaotpooloo-
Payikr TaAvdpounon. Ot meplocdTeEPE] HEAETEQ
avagoplkd pe tn Xnuelobepaneia Tou petaotatt-
KoU KApKivou TOou oloopdyou ava@epovtal wg rti
TO TAgioTov O0TO TAGKWOEG KapKivwpa. And Tta
VvEa QAppaKa ol Tagaveg aivetal OTL TIaPoUCLd-
Couv dpaoTIKOTNTA KATA TOU adEVOKAPKIVWHATOG.

Mapouciaon mepioTATIKOU

AcBevnig 72 etwv, elonxOn omv OYKOAOYIKY
KAWVIKA) Tou Bou Bepareutnpiou IKA pe dayvw-
OMEVO LETAOTATIKO KAPKivo oloopayou (adevokap-
Kivopa peong dlagoporioinong, BnNAwdeg ev ue-
pel owAnvwdeg, Bavotata oe £6aPog olooPa-
you Barret, 4/02)

AkoAouBnoe otadloroinon g vooou, e artAn
akTwvoypagia kat aEovikr Topoypagia Bwpaka
OrToU JLaroTWONKAV TIOAAATTAEG, BlAoTIapTEG £0TIA-
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K€ aAlowwoelg, deutepoyevoug attioloyiag, oe
aupOTEPOUG TOUG TIVEUMOVEG, MUIKPNG €KTAONG
nayxurnAeupitida oto de€l6 NUIBwPAKIo kKabwg Kat
uroutte(wKOTIKEG OeuTepoyeveiq evrtormioelg (Ei-
Kéva 1).

H a&ovikr Topoypagia avw KATw kolAiag €del-
&e TIOAAAMAEG AMAEG NMATIKEG KUOTELG, dldoTap-
TEQ OTOV aplotepd Kat de&ld AoB6.

AT6 TOV UTIOAOLTIO KALVIKOEPYQOTNPLAKS EAEY-
X0 (29/4/2002): Hb=12,6mg/dl, Ht=40,5%,
PLT=379000, Glu=108mg/dl, Cr=1,07mg/
d,BUN=24, ALP=251, AST=17, ALT=14, GT=12,T-
Bil=0,43mg/dl, D-Bil=0,12mg/dl, ALB=4,8g/
dI,LDH=270, CPK=47, Na=144, K=4,5, Ca=9/4,
INR=1,1, APTT=43, HKI:block de€lou okéAoug.

O aobevnq UMoBABNKE Ot CUOTNUATIKY XN-
peloBeparteia pe makAta&eAn oe d6on 175mg/m?
Kal olornAativn oe doon 75mg/m? ava 21 nuépeq
ya 6 ouvoAlka KUkAoug Bepareiag. MNapouciace
KaAy avoxn pe pévn TapevepyeLla TNV VEUPOTOEL-
KoTNTa (aipwdieg Avw Kal KATw akpwv) Babuou 1
katd NCI-CTC. Katd tov teAeutaio KUKAO Xnuelo-
Bepareiag Adyw auvgénong g oupiag (60mg/dl)
Kat kpeaTvivng (2mg/dl), n oworAativn mapaAei-
POnke. Me Tnv oAokAripwon tng Beparteiag o aobe-
VNG TIAPOUCIace ONUAVTIKY) UTTOKELUEVIKY| BEATIW-
on ue e€apdavion g duckatarooiaq. H katdota-
on kavotntag tou ftav 0.

AkoAouBnoe emavekTipnon tng vooou. O acBe-
VNG UTtoBANONke oe yaoTtpookdrnon (6/9/2002) n
oroia dev €del&e eppavny onueia véoou. H a&ovi-
Kn] Topoypapia Bwpaka Tou €ylve TepPIMou €va
Mrjva PETA TNV OAOKApwOoN NG Xnuelobepareiag
£€0el&e onuavtikétatn peiwon Tou aplbuou Kat Tou
HEYEBOUG TwV SEUTEPOTIABWV TIVEULOVIKWV EVTO-
nioewv, oplopeveg arod TIG oroieg arnelkoviovtal

kolhoronueveq (Eikova 2). Aktivoypagpia Bwpa-
Kog 2 pnveq apyotepa (OktwBplog 2002) emave-
AEYXEL TN TIAN)PN AMOUGia TIVEUOVIKWY TIApEYXU-
MATIKWOV YETAOTACEWV.

. ZudfiTnon

H xnuelwoBepaneia armoteAel tnv povn Oepa-
TIEUTIKT] TIPOCEYYION YlA TOV UETACTATIKO KAPKIVO
Tou olwoopdyou. H povoBepareia rmapouotalel xa-
pNAd ooootd cuvoAikig avtandkplong (15%-30%),
EVW T OUMUTITWHATIKY BeAtiwon eival Bpaxuxpo-
via. H pumAeopukivn, 1 5- @BoplooupakiAn (5-FU),
N utopukivn-C kat n olomAativn €Xouv Xpnoluo-
rnowmnBei poveg v oe ouvduaoud pe 1] XwpPIg aKTL-
voBoAia. H ouvexnig €yxuon 5-FU eni 6 £8doua-
0eg¢ oe aoBeveiq pe mpdopata dlayvwopEvo Kap-
kivo oloopdyou, £€del&e OUVOAIKT} avTATIOKPLON OE
nooootod 85%’, oe avtibeon pe peAétn g East-
ern Cooperative Oncology Group (ECOG), érou 1
OUVOAIKY] avTamndkplon Tng ouvexoug €yxuong 5-
FU, oe aoBeveiq ipoBeparneupgvoug e bolus 5FU
nTav 15%2 e apkeTég UEAETEG, N OlOTIAATIVN
XpPnotoroménke wg povobeparteia pe d4oelg Trou
Kupawvotav anod 50-120 mg/m? kabe 3-4 £6doud-
0eg®°. H ouvoAikfy avtamdkplon yia Toug acBe-
veiq pe petaotatikn véoo ftav 21%38. H makAl-
Ta&EAN wg povobBeparneia XPENOLLOTIOMONKE e Ue-
ylotn avekt) &6on ta 250 mg/m? pe mMocootd
OUVOAIKIIG QVTATOKPLONG ToU £RTace To 34%1°.

H ouvduaopgvn xnuelobepaneia @aivetar OTL
uneptepel TG povoBepareiag divovtag augnue-
va TI0000TA avTarokplong aAAd pe Tiunpa g
au&non g ToEKATNTAG. Kupldtepog ouvouaouds
eival autog g olomAativng oe d6on 100 mg/m?
™mv nuépa 1 pe 5-FU og ddon 1000 mg/m? tnv

Eikova 1. Mpw v €vapén g Beparteiag. MoAudpiBueg
HeTaOTACEL OE auPOTEPA Ta TIVEUHOVIKA Tiedia

Eikova 2. xed6v ANipng €€apavion Twv PHETA0TACEWY
€va urva peta tnv oAokAnpwon g Bepareiag.
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nNUépa oe ouveyn] gyxuon 96-120 wpwvd''. AAol
ouvduaopoi TEPIAaUBAVOUV TNV KAPUTIOTIAATIVY,
Vv BvunAaotivn, v vTep@epovn kat Tnv 5-FU.

TeAeutaia xpnotporioleitat 0 cuvduacuosg Ta-
KAITAEEANG Kal OLOTIAATIVNG LE TI000OTA GUVOAL-
KNS avtanokplong 44%-52%'214, Ot llson kat ou-
vepYATeg xoprynoav apylkd makATa&eAn oe doon
175 mg/m? v nuépa 1 Kat olonAativn oe ddon
20 mg/m? amnd nuépa 1 wg Kat Nuépa 5 Kabwg Kat
5-FU og ddon 1000 mg/m? amod nuépa 1 wg Kat
nuéEpa 5.'° AGyw NG oNUavTIKAG TOEIKOTNTAG TIOU
EQpAvicay Ol TIPWTOL aoBeveig €ylve peiwon g
ddéong g 5-FU ota 750 mg/m?muépa To moco-
0T OUVOAIKNG avTtardkplong ftav 46% 6oov ago-
pPA TOV YETAOTATIKO KAPKIVO TOU Ol00pAYOU, EVW
n pe€on didpkela avtamokplong fTav 5,7 prveg
Kat 0 pecog Xpovog emBiwong ftav 10,8 prjveq.
Mapdpola ocootd avtanokplong (50%) darmotw-
Bnkav Kat yla Tov €MONALGKO Kapkivo Tou oloo-
@ayou. A&iCel va onuelwBel OTL 0° QUTH TNV PEAE-
™ OlamoTWeNKe UYNAS TI00OO0TO TIAT|POUG avTa-
TokpLonG (20%) otoug aoBeveiq pe MAakwdN Kap-
Kivo Tou oloopdayou oe avtiBeon pe Toug ndoxo-
vTeq arod adevokapKivwpa Grou To TocooTo TIAY-
poug avtardékplong Hrav oAU XaunAo (3%).

Ot llson kat ouvepydteqg peAEINoav v Xo-
PYNON MAKAITAEEANG Kal OLOTAATIVNG XWPig Opwg
NV npoodnkn 5-FU™. MeAetriibnkav 38 aobeveiq
pe Kapkivo olcogpdyou (33 pe adevokapkivwpa)
arod toug ortoioug ot 36 eixav peTaoTaTIKA VOOO.
Xopnynbnke makAtta&EAn oe doon 200-250 mg/
m? oe 24wpn éyxuon v nuépa 1 Kal akoAou-
Bwg olomAativn oe ddon 75 mg/m? Tnv nuépa 2

pe urooTrplEn au&ntikou Tapdyovia Twv Aeu-
KOV alpoogalpinv. To oxrjua enavaiauBavotav
KGBe 21 nuépeg. Ndyw To&IKOTNTAG N doON NG
TMAKAITAEEANG pewwdnke ota 200 mg/m?. Alari-
OTWONKAV PEPIKEG aVTATOKpioelg oto 46% Twv
maocxoviwv armd adevokapkivwpa, eve 1 HEoN
dldpkela avtamékplong rtav 3,9 prjveq Kat o
HECOG Xpovog emBiwong Ntav 6,9 priveg. Atlo-
onueiwTo eivat 4Tt 72% Twv acbevwv eiXe TAY-
pn avakouplon ard v ducpayia Kat 8% HEPLKT
avakouglon.

TéNog ol Petrach kat ouvepydteg xoprjynoav
™ nakATagEAn oe S6on 90 mg/m? oe 3wpn €y-
XUOM Kat akoAouBwg olomAativn oe d6on 50 mg/
m?2.'® H Bepareia emavahapBavotav kaBs 14 nus-
peg. H ouvoAkny avtamokplon ftav 40%, pe 15%
MARPELG KAWVIKEG UPECELG.

daivetal Aotrév 6Tt 0 cuvduaopog TIAKALTAEE-
ANG Kal OoTIAATIVNG ETILTUYXAVEL KAAEG avTArio-
KpIoelg OTOV LETAOTATIKO KAPKIVO TOU 0L00(pAYyou.
Ou avtamokpioelg autég dev ouvdudlovtal pe
napdataon g emBiwong aAAd pe BeAtiwon g
nowNTag (wng TPOOPEPOVTAG OUUTTTWHATIKY
avakouplon. 2To Tapdv meploTatiké o ocuvdua-
Op6g TMakAITAEEANG Kat oloTtAativng arodeixOnke
Olaitepa aroteAeopaTikég 1600 0TV aAvIanoKpL-
on 600 Kal 0Tn BeATIWON TWV CUUMTWHATWY Kal
™™g roldtnTag (wng. H eukoAia xoprynong kat ta
MIKp& TtI0000TA TOEKATNTAG KABLoTOUV TOV Ouv-
duaopd auté blaitepa EAKUCTIKO yila TNV avTie-
TWTLON TOU PETAOTATIKOU adEVOKAPKIVWHATOG TOU
oloopayou.

Mivakag. MeAéteg @daong Il ouvduaopévng XMO o0To PeETAOTATIKO adEVOKAPKIVWUA TOU OLo0pAyou.

OcpareuTIKOG XEIPIOUOS ZA. IA. Méon bidpkela  BiBAioypapia
avTanokpiong

ZiomAativn 50-120 mg/m? kGBe 3-4 £8douddeq 21% AA AA 349

Z1omAativn100 mg/m? d1 35% AA AA 8n

®BoplooupakiAn 1000mg/m? d1-4n d1-5

MakAtta&EAn 250 mg/m? d1 oe 24wpn €yxuon kaBe 21 nuépeg  30% 0 9 £Bd0unAdES ‘7

MakAtta&EAn 250 mg/m? d1 oe 24wpn €yxug KaABe 21 nuépeg 34% AA AA 10

MNakAttag€An175mg/m? d1 46% 3% 5.7 unveg 12

®BoplooupakiAn 1000mg/m? d1-5

ZiomAativn 20mg/m2 d1-5 (kdBe 28 nueEpeg)

MakAttagEAn 90mg/m? d1 40% 15% AA 16

SiomAativn 50mg/m? d1 kdBe 14 nuépeg

MakAtta&€An 200mg/m? d1 oe 24wpn €yxuon 46% 0% 3.9 unveg %

SlonmAativn75mg/m2 d2 kdBe 2 1nuépeg
(ouyyxopriynonauént. napdayovta)

2.A. ZuvoAkn avtarokpion, M.A.: MARpng avtandkpion, AA: Aev avagpépetat
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ABSTRACT

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

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

1 (4):248-251, 2002.
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EKMAIAEYTIKEX XEAIAEX

Mepiotatikd TG B™ MabBoAoyikic-OykoAoyiKig
KAivikiig¢ Tou Nocokopeiou “Aylog 2a66ag”

EmuéAeia: Xprioto¢ NavorouAog

YireuOuvor: M. BaoidouavwAdkng, X. lNavaydrouAog

AcBevig 79 eTwv pe didyvwon.
Mn Hodgkin’s Aeppwpatog ek B-kuttdpwv,
mapanéuneTal yia Osparneia

H didyvwon eixe 1e0ei anmd Bioyia B8AG6NG
Tou 8éppaTog TG paxng rou €del&e: MNArpn du-
6non tou umodopiou Amwdoug OToU amd €va
KaKONBeq veoTAaopa pe Xapaktnpeg dlayutou B-
Aep@wpaTog and peydia KUTTapa TUMoU KEVTPO-
BAaoctwv. To xéplo Tou dEppatog Kat 1 emdepui-
0a Oev OmBouvtal Alevepynbnkav IOTOXNMIKES
(Alpato§uAivng -nwoivng, Awiktuou,PAS) kat avo-
OOIOTOXNUIKEG Xpwoelg (EMA, Vim, B-cell, T-cell,
BerH-2, LeuM1, CD3, CD5, Ki-67)

Ztnv KAivikf) e€€taon darotwlnkav Ta e§1Q:
1) Yroddpia dirpbnon d€ppatog pdyng dlaotacewv

10 X 8
2) Neppadeviko block de€laq paoxaing 9X7
3) Actl6q paoTog QASYHOVWONG HE €KOVA PAoLoU

TIOPTOKAALOU OMWwG paiveTal oTI§ 2 PWTOYPAPIES

EpyaoTtnpiakog éAeyxoq

CT 6wpakog: paoyaAlaiog Aeppadevag, unep-
Tukvn doun mavw and tov deAtoeldn pu

CT Gavw+kaTw KOWAlag apvnTIKY

MueAdypaupa apvnTikd yia diénon pueAou

H yevikiy aipatoq kat o TANPNG BLOXNUKOG
€AeyX0qQ rfjoav PEca 0Ta GUOLOAOYLIKA OplLa,

€KTOq ard tnv LDH=260.

MRI paoyailaiag xwpag:

XwpokaTakINTIKY eepyacia n omoia eAEyxe-
TaL 0to UYog tng 6e€lag wuomAatiaiag xwpag Kat
eMekTeiveTal 0NV oUOTOLYXO paocXaAlaia Kupiwg Kat
TUNMATIKA OTnv oUoToLX0 Bwpakikn xwpa. Anbei
TURaTa Tou urornAatiou pudg. EAEyxetal ayyelo-
BpLO1g, eV evioxUeTal AVOUOLOYEVWG E TO OKLa-
YPagiko. Mropei va anodobei oe odpkwpa paAa-
KWV popiwv wg emi KakoriBoug vwdoug LOTIOKU-
TWHATOG
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MpoypappaTionog

Maotoypapia
FNA paoxding
FNA paotou

MaoToypaepia:

Ae€16¢ paoTOQ: mapatnpeital YEVIKEUUEVT UTEp-
TAacia kat dlatapayxy] NG APXLTEKTOVIKNG TwV
vwdwv oTtolyeiwv Tou paotou Kabwg Kat mayuv-
on tou d€puarog autou.

H akTivoAoyikn) elkdva cuvnyopei umEp PAey-
povwdoug veo-dinenTikig e&epyaoiag

MNpog emBeBaiwon ouvictatar FNA tou pa-
oToU ard dlagopeTIKA onueia autou.

Aplotepdg HaoTOG: K

FNA paocydAng: Aveupébnoav kUttapa emon-
Aakig TipogAeuong !

Aev undpyouv eupruata yla tnv otipEn g
Oldyvwong tou NHL

FNA pacTtou: apvnTIkEQ

Moieg 6a ATav KATd Tn yVWHn oag ol evoel-
KVUOUEVEG TIEPAITEPW SIAYVWOTIKEG Kal
OepameuUTIKEG EVEPYEIEG;

AMNANTHZH
‘Oxt Bloyia!

Ek véou AMyn otopikol: Tiponyndnke n d6-
YKWON NG Hacxdaing!

2" avayvwon g pactoypagiag

AOKIAOTIKY) XOpP1{ynon KopTILovng : eVIUNw-
OlaKN] avTarokplon T6oo g BAABNG pdxewg 600
Kal TN HaocXAAng Kat Tou pactou

MaoToypapia: EKTOMNOZ MAXTOZ otnv d¢-
&1a paocyaliaia xwpal

NAOyw Tou ortoiou aveupedNKav Ta ermBnAlaKa
kUttapa otnv dta AemTrg BeAGVNG KUTTAPOAOYIKY)
e&€taon Mg paoxailaiag dlOyKwong

Ocparieia

NHL uynAng kakonbeiag, otadiou | E
Mpotewvduevn Bepareia: 3 CHOP (1+8) kat
akoAoUBwg ToTikn akTivoBeparteia (involved field)
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Néa peAwv Tng EOME
ExAoyeg Aibaktikou Ermiotnuovikou lNpoowrtikou

A6 T oA autr oTEAVoUuE Ta ouyxapnti-
pla Kal TIG EUXES MAG Yla ETUTUXNUEVN Kal TdvTa
Onuloupytkry otadlodpopia, oToug KATWOL dlake-
KPLUEVOUG OUVADEAPOUG TIaBOAGYOUG OYKOAGYOUS,
yla v mpoopatn eKAoyn toug wg pEAN AE:

- O MeA€tiog ABavdaolog AnuotiouAog eEeAEyn
TakTikOg Kabnyntg OepareuTikniig tou Mave-
motnuiou Aénvav

- O lewpylog Zapwvng e&eAeyn TakTikdg Kabn-
yntg MaBoAoyiag AowwElohoyiag Tou MNave-
motnuiou Kpritng

- O Apng MoAuCog eEeAéyn AvarAnpwtnig Ka-
enyntq MaboAoyiag OykoAoyiag tou Maverti-
oTnuiou ABnvwv

Newtepa yia v sidikotnta NaBoAoyikrig
OykoAoyia¢

‘Onwg eival yvwoto npdéopata £yve n €vapén
xopriynong g edikotntag MNaboAoyiknig Oyko-
Aoyiag oe avtioTolxa voookopelaka Tunpara. ‘E&L
(B) véeg BEoelg edIKEUOUEVWY TIABOAOYIKNG OYKO-
Aoyiag poknpUXONKav yia TI§ OYKOAOYIKEG KALVL-
KEG Tou avTikapkivikol Noookopueiou “Aylog Za6-
8ag”. H npoBeopia umoBoANg attrioewv Afjyel OTIG
28/01/03, evw) N KApwon yla v NMANPwon Twv
véwv autwv B€oewv Ba yivel otig 5/3/03.

Néa am’éAo Tov KGouo

AvaoToAn) KAIVIKOV UEAETWV yovidlakri¢ Bspa-
neiag

MNpéopata to FDA (Food and Drug Administra-
tion) mmMpe v awpvidlacTikiy andégpaon va ava-
oteilel 27 KAWVIKEG HEAETEG YOVIOLOKNG Bepareiag
TIOU apopouV ApKETEG eKaTovTAdeg acBevwyv, HETA
v deutepn avapopd euPAvVIoNG KALVIKNG Ouv-
dpounq Tou rpooopolalel Aeuxaluia, oe riaidi mou

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

OUMMETElXE 0 Mia amd TIG MEAETEG YOVIOLAKNG
Bepaneiag otn NaAAia. Kavévag ard toug acBbe-
veilg Tou AauBdavouv PEPOG OTIG QUEPLKAVIKES -
AETeq yovidlakng Beparieiag dev €xel eugavioel
TAPOUOLEG TIAPEVEPYELEG, TIAPOAA auTA Kpibnke
OKOTILO VA avACTOAEl TIPOOWPELVA 1 CUVEXLION TWV
MEAETWV QUTWV €wg OTOU €KTIUNOBOUV AETITOME-
pPWG ol Kivduvol Kat Ta TPoodoKwueva oPeAN. H
QVAOTOATIKY) auTtr arogaon eivat N onNUavTIKOTe-
pn 0cov apopd TO XWPO TwV YOVIdLaKwv Bepa-
newwv Ta teAeutaia xpovia. ‘Epxetal d¢ va mpo-
00€0el AANO €va TaPAKoUVINUa OE €va XWPOo TIoU
akoun Oev €xel avaldBel arnd to Bdvato evog
epriBou 10 1999 TOU CUUUETEIXE OE HEAETN YOVI-
dlakng Bepaneiag oto Maverotiuo g MNevouA-
Baviag kal arod v MPWTN MEPIMTWON Asuxalpiag
oe €va nawdi otn MaAAia npo gvég €toug. Ot peAE-
Teq YovIdlakng Bepaneiag otn MaAAia €xouv uoé-
Alg apxioet va amodidouv petd amd pia dekasTia
AMOTUXLWV. H OUYKEKPIUEVN MEAETN apopd TN
yovidlaky petagopd ya tn Oepareia piag ora-
VIOTATNG KANPOVOUOUUEVNG LOPPNIG avoooaverdp-
KELAG, TIOU OTNV TIAEIOVOTNTA TWV TEPUTTWOEWY
eivat Bavatnpopog kat PAALOTa o TIOAU MIKPN
nAia (X-linked severe combined immunodeficiency,
X-SCID). Evvéa amd ta 11 veapd madid nou Guu-
METEIXQV OTIG HEAETEQ HETAPOPAG Yovidiou yia
m Bepareia autg g vooou, Katapepav va Byouv
ard TO VOOOKOUEIO Kal va €xouv pia oxedov ¢u-
OlOAOYIK Cwn. AuoTuxwg, duo amd autd £xouv
Twpa avartugel Aeuxauia. Ot peAETe TIOU DLOKO-
mnkav otnv AUePLKY] artoteAouv To Tiepirou 15%
TWV PEAETWV YoVIDlaKNG Beparteiag mou Bpioko-
vTal og €EEAIEN MAYKOOUIWG Kal TEPIToU TO WLod
QUTWV TIOU agopouv Tn XPron PETPOIWV yla TN
peTagopd yovidiwv oe TepLPePIKA TIpOdpoua at-
poronTika kuttapa (stem cells). MNapdéuola ava-
OTOAN Yla 4 TOUAAXLOTOV PRVEQ OAWV TWV KALVL-
KOV HEAETWV YOVIOIaKNG Beparieiag avakoivwoe
Kal To ITaAkd Yroupyeio Yyeiag, TIOU CUYKEKPLUE-
va apopd TIG HEAETEG EKEIVEQ TIOU XPNOLLOTIOOUV
OUCTAUATA HETAPOPAG peTPOlWYV. MMOAAEG amd TIg
MEAETEG TIOU €Xouv dlakorei dleBvwg agopouv
Bepaneia acbevwv pe AIDS 1} veorAaocieq. Aro-
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paociotnke €10l va eEetdlovtal ava mnepimtwon ot
evdeielg kal ol kivduvol kal o KAMoleg TePLUTTW-
oelq va divetal eEATOMIKEUPEVA £YKPLOT YIa CUVE-
Xlon g Beparneiag. H emotnuovikr €Efynon mou
006nKe yla TNV TPWTN MePIMTwon Asuxaiag Atav
0 UTTAPKTOG BewpnTikdg Kivduvog o peTpoidg Tou
Xpnoloroleital oav gopeag tou yovidiou va Bpe-
Bl TIOAU kovTA Ot €va OyKo-yovidlo Kal yla Ka-
Tolo Adyo va Tto evepyoromosl. Av kat o Adyog
ya v npéopatn deutepn TmepIMTWON Aeuxal-
piag dev €xel akéun 6obei emionua, gaivetal 4Tl
elval o idlog. MExpL Twpa N EMOTNHOVIKY] KOLVO-
ta rnioteue GTL 0 KivOUVOg KapKLvo-ygveong ritav
TIOAU PIKPOG HE QUTEG TIG TEXVIKEG. lowg TIPOKeL-
Tal B€Bala yla kArolo TOAU €1BIKS aiTo oTnv ou-
YKEKPLUEVT] YOAAKY) LEAETN 1] VLA €va YEVIKOTEPO
TPOBANUA e TO OUOTNUA TWV PETPOIWY, YEYOVOQ
elval 6pwg OTL oe Kavéva AAAo aoBevr| oe TaPO-
poleq HEAETEG OEV €XOUV gUPaVIOTEL TETOLEG TIa-
pevépyeleq. To peyebog g amogaong tou FDA
YO QVAOTOAY] TWV HEAETWV iowg eival TMOAU ertl-
BapuvTikO yla tnv €EEAEN otnv €peuva yovidla-
Kwv Beparnelwyv. Opwg eival TIOAU OnuavTiko va
EKTIUNBOUV 0woTda 6Aa Ta dedopcva autwv TwV
MEAETWV Kkal va CuyloTolv pe auotnpdétnta Ta
OPEAN EVavTL TWV KIvdUvwv. lowg 1 andgpaon autr
Tou FDA va eivat n apopun ya pa avaykaia
OTAON €MAVEKTIUNONG KAl TIPOOEKTIKOTEPOU OYE-
Olaopou oto dpduo Tou €Xel avoigel oAoTaxwg
Kal QVETIIOTPETTL yla TV avamTugn Twv eVIUTw-
OlOKWV aUTWV BePATEUTIKWOV OTPATNYIKWV.

DINaVOPWITIKEG AVTIKAPKIVIKEG £TAIPEIEG
KnpUuooouv MayKooulo MOAgUo katd
TOU Kamnviouatog

AkoAouBwvTag Tnv TPOoPATn ard@acn Tng
MNaykoopiag Opyavwong Yyeiag (WHO) va ocuvto-
vioel Tnv €kdoon piag nmaykéoplag Kowg andea-
ong Katd tou karmviopatog, dUo and TI§ PEYAAU-
TEPEG QVTIKAPKIVIKEG PLAAVOPWTIKEG eTalpeieq
(cancer charities) arogAaocloav va OCUPUAYT 00UV
evAvTia oTnVv Naykoopla anelAf Tou Kanviopatog.
H Apepkavikr] AvTiKapKivikny Etalpeia (American
Cancer Society) kat | Bpetavikry Etaipeia "‘Epeu-
vag katd tou kapkivou (Cancer Research Cam-
paign, U.K.) arogdoloav va Eekvijoouv pia Ko
TIAYKOOULa KapTdvia evavTia oTo aiTlo TEVTE eKa-
TOPUPiwV BavaTwv £Tnoiwg, To KArviopa. Av ol
ONUEPLVEG OTATIOTIKEG ouveyLloTouv, uttoAoyileTal
otL nepirmou 500 ekatoppupla dvBpwriol ev wn
onfuepa Ba mebBdavouv TPOwpPa Kal Ackoma ard
véooug oxetigéuevoug pe tov Karvé. To KArmvi-

opa eival To povadikd onuavtikdtepo aitio Bava-
Tou Tou pmopel va mpoAneBei. H maykoopla ka-
priavia 6a meplAapBavel HETPA Katd g dlapript-
ONG TOU Karvou, KATarmoAéunong tg rapdvoung
€l0aywyNg Karvou Kal onuavTika PETpa npoota-
oiag kal MPOANYNG ywa ™ veohAaia. H Maykdouta
Opyavwon Yyeiag (WHO) mpoBAgrel otL oL Bdva-
TOL OXETI(OEVOL e TO KAmviopa Ba ayyi€ouv Ta
10 ekatoppupla etnoiwg pexpL to 2020, pe me-
ploodtepo and 1o 70% Twv BupdTwy va apopolv
TIG avertuypeveg Xwpeg. H kivnon Twv ¢@lAav-
BpWIKWOV £TAIPEIWV APOPA ETIONG Kal TNV TPOo-
opopd dwpewv UYPoug €wg kat $10,000 ava €tog
Yla QVTI-KATIVIOTIKEG Kaumavieg oe 12 avartuo-
OOUEVEG XWPEG KABWG Kal CULBOUAEG, KaBodyn-
on Kal TeXVIKA urootnplEn ota mpotelvépeva
npoypaupara, oe pla rnpoomnddela va Bonbnbouv
OUCLaoTIKA OL XWPEG QUTEG OTNn My evavTia otnv
ermdnuia Twv véowv Tou oxetifovtal pe TO Ka-
mviopa.

Ta onpavTIKOTEPA TWV TPOCPATWY CUVEDPIWV

25" Annual San Antonio Breast Cancer
Symposium
11-14 AekeuBpiov 2002, San Antonio, Texas, HINA

e Nedrtepa dedoucva aré ) ueAetn ATAC: aro-

TeAéouara UeTd and 47 uriveg

H peAg€tn ATAC (Arimidex, Tamoxifen, Alone or
in Combination) anoteAel T peyaAdTtepn £wg TwpPa
MEAETN OUYKPLONG oppovoBepareiag oav Mpwng
YPauuNg Bepareia 0e PETASUUNVOTIAUCLAKES YU-
vaikeg pe HeTaoTaTikG Kapkivo paotou. H peAETN
OXeOIAOTNKE Yla va eKTIUAOEL TNV ATIOTEAECUATL-
KOTNTa NG avactpolOAng Kat TnG TAPOELPEVNQ
HOVNG, 1) 0 ouvduacuo, ota 5 xpdvia mapakoAou-
Bnong. ZuvoAikd 9366 acBeveiq EAaBav HEPOG 0N
peAETN, 3125 tuxaloromibnkav va AdBouv ava-
oTPOCOAN 1mg, 3116 va AdBouv Tapoglpevn 20mg,
evd 3125 aobBeveig €haBav TOo OUVOUAOHS TwV
U0 autwv @apudkwy. Ta apXlka anoteAéopata
dnuooteubnkav tov lovvio 2002, pe didueon ma-
pakoAouBnon 33.3 urjveg, kat avedelgav mooootd
89.4% eAeubepn vooou emBiwon yla tnv opdda
mg¢ avaotpoloAng €vavtl 87.4% ywa tnv opdda
™¢ Tapo&ipevng (hazard ratio 0.83, p=.013). 210
PeTIVO ouunodaolo Tou San Antonio avakolvwenkav
VEWTEPA AMOTEAEOUATA UETA artd dldueon napa-
kKoAoubnon 47 punvwv. ZUUWva Pe TOUG EPEUVN-
TEQ, @aivetal OTL 1 umepox TG avaoTtpoloAng
dlatnpeital Kat ye tn pakpuTepn rapakoAoudnon.

‘Onwg Kal hge Ta mponyoupeva armoTeEAE0UATA, 1)
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peiwon otn ouyxvétnTa eUPAVIONG KapKivou otov
GAAO HAOTO e TNV avaoTtpolOAn vjTav Tio epgpa-
viig oTnv opdda Twv acBevwv pe BeTIKOUG OpHO-
VIKoUG urtodoxeiq. Ou eKTIUAoELG yia TNV eAeUBe-
pn vooou emiBiwon ota 4 xpovia tav 86.9% yla
v avaotpoloAn kat 84.5% yla TV TapogIpEvN.
H aréAutn dlagopd peta&l Twv opadwv cuvexLle
va auEdvetal pe 1o Xpovo, av kat ta dedopeva
Oev eival akéun £MapKWS WPLUA yia acpair ava-
Auon ™G ouXvOTNTAg EUPAVIONG ATOUAKPUOUE-
vng urnotpormig. ‘Ocov agopd TI§ TIapEVEPYELES,
paivetal 6Tt n avaoTtpoloAn oxetiletal pe Ayo-
Tepeq dlakoreg tng Bepaneiag Adyw To&lkdTNTAG
(5.6% €vavtt 8.1% ywa TV TAUOEIPEVTN), EVW N
ouxvOTNTa EUPAVIONG KATAYUATWVY Kal JUOOKEAE-
TIKWV OUUTTTOUATWVY eUVoel TNV TAPOEIPEVN, Ttapd
TO yeyovog OTL dev urfjpxe augnon otov Kivduvo
KaTaypdatwv HeTd amd Bepareia pe avactpoloAn.
levika, oL oxeTikoi kivduvol vjTav nmapéuolol pe ta
Tponyoupeva dnuUooleupeva arnoTeAEouata, Uro-
delkvUovTag 4Tl To TPOPIA TOEIKOTNTAG ouve)ilel
va TAapapeével EUVOIKOTEPO Yla TNV avacTtpolOAn.
ZUUTEPACUATIKA, 1) VEDTEPN avAAUON TNG MUEAE-
mg avadelkvlel TNV UTIEPOXN] TNG avaoTtpoloAng
€vavTl NG Tapo&Lpevng, doov apopd Tnv eAeube-
pn vooou eruBiwon, Tov XPOvo UTMOTPOTNG Kal
NV ePPavion Kapkivou otov AAAO paoctd, Kabwg
Kal YEVIKA OTO TIPOPIA TOEIKOTNTAG.

e H gvraon ¢ 66ong BeAtiwvel tnv €kBaon
m¢ XnueloBepareiag

2Uppwva Pe avakowwoelg and dUo OXETIKES
MEAETEG OTO San Antonio, n au&non g €vtaong
mg ddong tng xnuelobepareiag, Oxt pévo peELWw-
VEL TO XPOVO TWV OXNUATWY, aAAd BeATIWOVEL Kal
N OUVOAKY} €kBaon. H mpwtn peA€tn apopouoe
2005 yuvaikeg pe Kapkivo paotol kKat BeTikoug
AEpPadEvVeG, TIOU Tuyaloroménkav oe TE0oepa
dlagopeTika oxfpata Bepareiag, evw 1 deuTtepn
HEAETN TepleAduBave 183 acBeveiq. Me 8don To
BewpnTKO HOVTEAO NG umodbeong Twv Norton-
Simon, n evtatikn Bepareia (dose-dense) ertuy-
xavel T xopnynon 86cewv Xnuelobepareiaq o
ouxvd, KataAyovtag oe BeAtiwon g emBinwong
katd 31% oe ouykplon pe oupBatika oxrjuata
XnueloBepareiag, xwpiq emBdapuvon oe ToEIKOTN-
Ta. H peAémn autd amd tnv opdda Cancer and
Leukemia Group B tou National Cancer Institute
Breast Intergroup, Ttuyxaiomoinoe 2005 yuvaikeg
ME Kapkivo paoTou Kal BeTikoug Aeppadeveg, OTIQ
TAPAKATW OPASES CUUTIANPWHATIKAG XNuEL0Bepa-
neiag. Avo opadeg €haBav A (Adriamycin), T (Pa-

clitaxel), C (Cyclophosphamide), oe akoAouBia (se-
quentially), oe kUkAoug U0 1} TpLOV £BOOUADWV.
O1 GMAeg dUo opddeg €AaBav Tautoypova AC,
akoAouBoupevo amod T, eriong oe kKUkAoug duo 1
TPV eBdopddwv. Ol acbeveiq mou €AaBav Ta
EVTATIKA oxnpata Twv duo e8Oopddwyv, KaAUPON-
kav pe augnTiké nmapdayovta TipoAnmTika (G-CSF).
Metd and tecoepa xpovia raapakoAoubnoan, 1 erel-
Bepn vioou emBiwon fTav 82% yla TI§ acbeveig
mou €AaBav Ta evtatika oxruata, kat 75% yla
ekelveg Tou €AaBav oupBatikyy xnueloBeparteia.
2uvoAlkf 3-etq eruBiwon ntav 92% kat 90%,
avtiotolxa. Ot gpeuvnteg de, itav aloledool OTL
oL dlagopeg auteg Ba augnbouv pe Tn pHakpdxpo-
VN TIapakoAouBnon, Tavta UMEP TWV EVIATIKWV
oxnuatwv. ‘Ocov agopd TI§ TAPEVEPYELEG, TA
EVTATIKA oxfpata dev epgavicav uPnAdtepn To-
EkdTNTa oe ox€on pe Tnv oupBatikniy Bepareia,
eV 1 ouxvotnta oudeteporieviag NTav PKPOTe-
pn. Ta anoteA€opata autd eivat MOAU OnUAvTIKA,
pla Kat 6Aeq oL acBeveiq €AaBav Tnv dla ATopKN
Kal OUVOAKT} dOon Tou KABe @apudkou, 1 povn
dlapopd agopouoe Ta pecodlacTrjuata HeTagy
KUKAwV Bepareiag, kat gpaivetal 6Tt auTtr Kat ovo
n dlapopd propel va €xel €va TOAU ONUAvTIKO
BeTIkG amoTéAeopa otnyv emBiwon. Ta aroTeAEé-
opata autda emBeBawwdnkav Kat and pia aAAn pi-
KPOTEPN WEAETN TIOU €TIONG AVAKOLWVWONKE OTO
San Antonio. H peAétn auTr| and maveroTnuiaka
kévipa g lepuaviag, apopolce 173 acbeveiq
HE Kapkivo paotou uyniou kivduvou, TIou Tuxalo-
romenkav va AdBouv eite evtatikr avd 2 £8do-
padeg Bepareia pe AC eite oupBaTiky) CUUTTAN-
pwpatikn xnuelobeparieia pe AC. Ta 5-eTn| aro-
TEAEOUATA 1JTAV ONUAVTIKA KaAUTEPA Yla TI§ aoBe-
veilg ekeiveg mou €AaBav Tnv evtatikn Bepareia.

44" Annual Meeting of the American Society
of Haematology (ASH), 6-10 AekeuBpiou
2002, ®iIAadéAgela, MevouABavia, HMA

e Newtepa dedousva yia to Gleevec

O ap1Budg Twv avakolvwoewy Tou apopoucav
10 Gleevec eixe Q€tog auénbei AoyaplBuka oe
OXEO0MN UE TO TIPONYOUUEVO CUVEDPLO, Kal &eTep-
vouoe TI§ 170 (!). Avakovwénkav ta teAeutaia
dedopéva g peydAng edaong lll peAétng oe xpo-
via puehoyevn) Aeuxawia, IRIS (International Ran-
domised Interferon-alfa vs STI571), mou eixav
apxlkd avakowvwbei oto ASCO tnv davoign tou
2002. ZuvoAika 1106 aoBeveig pe veodlayvwabeioa
XMA, tuxatortorjénkav va AdBouv Gleevec 400mg
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p.0. nuepnoiwg €vavtl urodoplag Interferon-alfa
(5 million units nuepnoiwg) kat urtodopLag cytosine
arabinoside (20mg/m? yia 10 nuépeg, oc KABe
KUKAO Beparteiag). Crossover 0To AAAO OKEAOG TNG
MEAETING NTAV ETUTPEMTO £(POOOV UMPXE ATIOTU-
xia § un avoxny g apxikng Bepareiag. BEBala,
Tepinou ot HEoN aUTAG TNG MEAETNG Le BAon Ta
QAVaKOWVWOEVTA AMOTEAEOUATA ONUAVTIKYG UTIEPO-
X1G Tou Gleevec 10 FDA €dwoe €ykplon yla N
xprion tou Gleevec otnv mPWTN ypauur Bepa-
neiag ya XMA, pe anoteEAeopna onuavtikég aplb-
HOG acBevwv va MepAcel 0TO crossover Xwpiq va
nAnpel Ta mapandvw kpttmpta. MNARENG aipatoAo-
YIK] avtarokplon ftav 97% yla to Gleevec €va-
VTl 69% yla tnv Interferon/Ara-C (p=.001), evad n
TIA)PNG KUTTAPOYEVETIKY avTanokplon rjitav 76%
kat 14%, avTtioTtoxa (p<.001). H eAeubepn vooou
emBiwon otouq 18 urveg rtapakoAoubnong, rytav
92.3% kat 73.6%, avtiotolxa (p<.001). Ot coBa-
pEQ ToEkATNTEG (grade 4) fjtav omdvieg kat ota
OU0 OKEAN, evw NTAV OTATIOTIKA OUXVOTEPES Ol
TokdTNTEG grade 3 oTo OkEAog NG Interferon/
Ara-C. Ané 11g 31 louhiou 2002, 86% Ttwv acBe-
vV mapgpelvav oto okeéhog tou Gleevec, evw
povo 11% ouvexioav va AapBavouv Interferon/Ara-
C, pe arnotéAeopa va eival oAU duokoAo ma va
d0Bouv kabapeg ouykpioelg doov apopd Tnv ou-
VoA emBiwon. Na v wpa ta delypata twv
acBevwv avaAvovtal pe PCR, pa kat avapepon-
Kav poplaka ixvn XMA oe kittapa rou eixav dobei
KUTTApOYeVETIKA KaBapd. Avapgvovtal pe aywvia
TA AMOTEAEOUATA AQUTWV TwV avaAloewy, Tou Ba
dei€ouv av 1o Gleevec umnopel va eEagpavioel kaBe
{xvog g véoou, ouoxeTifovTtag TI§ LOPLAKEG avTa-
TIOKPIOEIG PE TIG KUTTAPOYEVETIKEG.

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

e [lpobidBson yia kapkivo: 0 pOAog Twv Yyovi-
Olwv, Tou meptBdAAovTog kat g dlaTpoPri¢
270 TIOAU evlla@EPoV auTtd OUVEDPLO avaeEp-

Bnkav Ta onupavIkotepa npooeata dedopeva doov

apopd TI§ YVWOoEeELG Hag Yia Ta Tipodlabeotkd aitia

TOU Kapkivou. AvaAubnkav peplkeg and Tig Baat-

KEG apXEQ O aQUTO TO VEO XWPO €peuvag OTov

Kapkivo, onwg mwg opiletal pia Kapkivoyoévog

ouoia, Toleg eivatl ot pEBodol avayvwplong Kapkl-

voybévwv, TPATIOL TIOOOTIKNG TIPOCEYYLONG NG Kap-

Kivoydvou duvatotntag piag ouociag, kabwg kat

OTATIOTIKEG peEBodoL. Mia amd TIG TO KAACGOIKEQ
peBddoug eival n TOCOTIKOTIOINON TwV Aeydpe-
vwv DNA adducts, Twv oupmAeypdtwv pe To DNA
mou Onuloupyoulv TIOAAG Kapklvoyova. Amod TIQ
VEWDTEPEG HEBODOUG, N TEXVIKY] TWV HIKPOOUCTOL-
XV (microarrays) kaBwg Kal oL TEXVIKEG TIPw-
TEOWIKNG, avapeveTtal 0Tt 6a odnyrjoouv otnv avd-
TITUEN TTIOAAQMAWY ATTOTEAECUATIKWY Kal TIOAU OL-
KOVOUIKOTEPWV TWV TWPLVWV, EEETACEWV YIA Kap-
Kwvoyova. Ao TIG TIOAAEG Kal evOLAPEPOUCES Le-
AETEQ TIOU avakolvwnkav, avapgpovtal EVOEIKTL-
KA HEAETEQ TIOU OUOXETIOQV TIG EOVIKEG DLAPOPES
oTNV eu@Aavion Kapkivou tveudpova pe meplBaiio-
VTIKEG Olapopeq aAAG Kal ONUAVTIKEG YOVIOLAKES
OlaPOPER, TLX. CUYKEKPLUEVOG TIOAULOPPLOUOSG OTO
BRCA1 eugaviCetal oAU ouxvotepa o AaTivo-
Apepikavoug oe oxeon pe AQplkavoug-Apepika-
voug, Kal ouoxeTifetal amoAuta pe AAAeg mepl-
BaAAOVTIKEG DlaPopEg HETAEU TOUG KAl 0APWG HE
dlapopeg oTn ouxvétnta eUPAviong Kapkivou
rnvelpova. ApKeTol £peUvNTEG avakoivwoav PEAE-
TEG avadnTnong avTikapKlvoyévwy ouclwv oe dla-
TPOPLKA TipotdvTa. Evdiapepouca itav n rapatr-
pnon 6Tl o XAwpd TURHaATa MUIPOKoAou uTidp-
XOUV au&nueéveq mMoooINTeg Miag ouciag Aeyope-
VNG OoUAPOPaPAvVNg, TIoU €xel Tapopola dpdon
HE TO avTIOEEWBWTIKO PpApUaKo oltipraz, Tou €xel
peAetnBei oav xnuelompopuAa&n o TANBucuouq
pHE uPnAd mooootd apAato§ivwv otn datpogn),
Kal KT’ €TEKTAOT UYPNAAG TTI0000TA NIATOKUTTAPL-
koU Kapkivou. MpokatapkTika artoteAéopata £56¢t-
Eav 611 1 xoprjynon 120 pA ekxuAiopatog umpo-
KOAOU KaBnuepivd propel va xpnotuoromBei aopa-
AWG oav XnUeloTPoPUAAEN o TAnBuopoug pe
UPNAG Kivduvo nmratokutTaplkoU Kapkivou (T,
otnv Kiva). Avaugvovtal pe evolapepov ta aro-
TeEAEOPATA QUTNAG Kal TapOuolwV ETIOTNHOVIKA
oxedlaopEvwY Kal KaBodnyoupevwv HEAETWV HE
(PUOLKA aVTIKApPKIVOYyOva.

N'VwpileTe oTI...

e _.€UBOALO TIPE EYKPLON YlA HEAETN OTNV TIPO-

Anym AowwEewv ard H. pylori...

To FDA mipéogata evekplve TNV €vapen KALL-
KWV HEAETWV e €va vEo euBOAlo, To Helivax, To
ortoio TIPOKELTAL Yla €va ATIEVEPYOTIONUEVO, TIO-
Auduvapo, KUTTapIKO ePBOALo, oxedlaopevo yla Tnv
POANWN kat Beparteia AolpwEewv and To Helico-
bacter pylori. AUO PEYAAEG TUXALOTIOINUEVEG HE-
AeTeg @aong Il pe to epBOALO TpoKelTal va Eekl-
vijoouv Queca, N pia yla TV TIPOPUAAKTIKY] TOU
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O0pdon oe 80 aOUUMTWUATIKOUG £BEAOVTEG, KAl N
GAAN yla Tnv Beparteutikiy Tou dpdon o acbeveiq
pe Aoipwén and H. pylori. & TIPOKAVIKA LOVTEAQ
To euBOAo €dwoe 100% Tmpootacia €vavtl NG
AOlHWENG xopnyoUHEVO TIPOPUAAKTIKA O {wa Kal
OTATIOTIKA ONUAVTIKY peiwon tou Blodlabgaotpou
eAKOBaKTNPLOioU O BepareUTIKn) XOpP1ynon o€
povTEAa melpapatolwwy. H aopdiela de Tou ep-
BoAiou €xel arodelxBel 0e EKTETAUEVEG KAIVIKEG
PAaong | HeAETeq KABWG Kal PHEAETEG AVOOOYOVI-
kotNTag. Me dedopevo o6tL 10 H. pylori eival To
TLo ouxvé mnaykoopuing avBpwrivo raboydvo, duo
TpiTa Tou MANBuouoU TIAYKOOUIWG EXOUV HOAUV-
B¢l and 1o BaktMplo, Kal givat To pévo BaktAplo
Tou €xel avayvwploTel anod tnv MNaykooua Opya-
vwon Yyeiag wg TUrou | Kapkivoyovo (mdvw ard
25,000 véeg MePUTTWOELG KapKivou OTOUAXou, Kat
ndvw ard 13,000 Bavatol £Tnoiwg avapepovtal
povo yia Tig HMA), eival avapgploBitnta moAu
ONUAvTIKO va avartuxBouv ouclaoTIKAG Kal arote-
AEOUATIKA PETPA Yla TNV TIPOANYN Ttou. H epap-
HoyY| Tou véou autou epBoAiou eival, ag eArtioou-
ME, €va aKOpa Bripa Tpog auTr) Tnv Kateubuvon.

e .0l WpPeG gpyaoiag ival 1o onNUavTIKO KPLTH-

plo yla v emAoyn atpikn¢ e0IkOTNTAG aro

TO gl06dnua

Mia mipdopata dnuooteupevn peA€n (Health
Econ 2003;12:61-73) peta&l véwv TTUXIOUXWV
laTPWV, KaTtEAEIEE OTO TIOAU eVOLAPEPOV CUUTE-
paopa, 4Tl To HEANOVTIKO €1060npa dev anotelei
TO TIPWTO KPLTNPLO OTNV EMAOYY TNG LATPLIKNG
eldlkoTTag. To TPOBANUA Twv TEPLOCOTEPWY
Taykoouiwg ouoInudtwv uyeiag eival n aviodtn-
Ta peTagl aplBpol aTpwyv MPwToBabulag mepi-
BaAyng Kat autol Twv eldKWy. 'EToL, av 0 OKoTog
elval va B8pebouv tpodrol kal kivntpa yia va auvén-
Bouv ol yevikol latpoi, TIANPoPOpIEG OXETIKA HE
Ta KpLtipla ermAoyng eBIKOTNTAG eival TIOAU on-
pavTikeég. daivetal Aowrdv, olppwva pe autn
MEAETN, OTL OL VEoL TTTUXLOUYXOL laTpoi dlaAeyouv
mv eldkoTnTa 1ou Ba akoAoubrjcouv pe Baon
KpLTNpla Onwg o £TNolog Xpovog adeiag, oL e8do-
padlaieq wpeq epyaciag Kat To xpovodlaypaupa
Kat n poutiva NG KaBnuepwvnig epyaociag, oAU
TeEPLOOOTEPO A0 TO AVAUEVOUEVO UEAAOVTIKO €L-
06dnua. Ta dedopéva autd mpemnel va Angdouv
coBapd umdyn oto oxedlacud TWV CUCTNHATWV
uyeiag, wote va doBouv Ta KatdAAnAa kivnipa
OTOUG VEOUG YLATPOUG TIoU ETUAEYOUV PETAEU Ye-
VIKNG LATPIKNG Kal karolag ewdikeuong. MNeplood-
Tepn adela avd £1og, TAKTIKA wpdpla epyaciag

Kal Atydtepeg wpeg epyaciag v £68doudda ¢ai-
veTal 0Tl Ba Urop€oouv va Teioouv MePLOoOTE-
pOUG Yla TNV eMAOYN NG LATPIKAG EBIKOTNTAG
mou 8a akoAouBricouv.

e ..N uoTepeKkTOUN OUVOEeTal e auéNUEVO Kiv-
Ouvo kapkivou Bupeoeldolg...

luvaikeg mou uTtOBAAAOVTAL O UCTEPEKTOWMN,
HE 1] XWPIG CaATILYyowoBnKeKTOUN, €Xouv auén-
pévo kivduvo avdmtuéng kapkivou Bupeoeldoug,
katd ™ dldpkela Twv OUO TPWTWV ETWV ATO TNV
enéuBaon, olupwva pe Ta aroteAéopata piag
PLAavdikng peAétng (Am J Obstet Gynecol
2003;188:45-48). AvaAubnkav avadpoplkda ta de-
dopéva ywa €va ouvoro 17.900 yuvalkwv Tiou
UTTOBANIONKaV OE UCTEPEKTOUN Yla OTolodNToTE
AOYo, peta&l Twv eTwv 1986 kat 1995, and Ta
EBvikd ®d\avdikd Apxeia NeorAaowwv. Katd
dldpkela g mapakoAoubnong, dlayvwaobnkav 118
TEPUTTWOELG KapKivou Bupeoeldoug, aplBuodg ota-
TIOTIKA ONUavTiKA peyaAitepog and 1o 85.2 rmou
\Tav o avapevouevog, oUNPWva Pe Tov Kivduvo
Tou TTANBucpou. H AelovoTNnTa TWV Kapkivwyv Tou
Bupeoeldoug tav Tou BnAwdoug TUTIOU LOTOAOYL-
Ka. H eppdvion Tou Kapkivou Tou Bupeoctdolg
dev @dvnke va eEaptdtal amd Tnv €KTaon g
eneuBaong, aAAa arod To XPOVO ToU eixe TAPEA-
BeL and tnv enépBaon. ‘Hrtav onuavtika cuxvote-
pn ota npwta 0.5 pe 1.4 €1 and v eneudaon,
pe peiwon otn ouxvotnta apyotepa. Ol epeuvn-
TEG KaTtaArjyouv OTL TiiBava va uttdpxeL CUCXETION
HETAEU Unvoppaylwyv 1 Yevikd alpoppaytkwy da-
TAPAYXWV HE TNV €UPAvion Tou Kapkivou tou Ou-
peoeldoug, Tapatipnon Tou oiyoupa €xeL XWPO
yla ToAU TepLooOTEPN EPEUVA.

e ..véo yoviblo npodidbsong kapkivou uLaotou,

urtopel va Bon0rioel otnVv £ykaipn avayvwpion

H opdda tou Ira Pastan amé T10 €peuvnTIKO
kévipo Tou NIH, Bethesda, Maryland, mpéopata
avakoivwoe TNV avakaiuyn evog akéua yovidiou
Kapkivou paotou, To ormoio ovopacav BASE, kat
Tou pAvnke va ekppaletal oxedov arokAEIOTIKA
oe KUTTapa kapkivou pactou kat 6L oe pia mAn-
Bwpa PUOLOAOYIKWOV LOTWV TIou peAeTriBnkav (Proc
Natl Acad Sci 2003.www.pnas.org). To yovidlo
kwOIKoTIoLEl pia eKKPLVOUEVT TIPWTEIVN, TTIOU AdYW
™G eBIKOTNTAG EKPPAONG OE KAPKIVIKA KUTTApQ
paotou, Ba propouce va xpnoiuoroindei oe dia-
YVWOTIKEG €€eTdoelg kapkivou paoctou. MNa v
avayvwpLlon Tou yovidiou xprnolgorowiénkav te-
XVIKEG LOPLaKNG BloAoyiag, OMwe N KATAOKEUN piag
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B1B8A1001KNG CDNA améd KapPKIVIKEG KUTTAPLKEQ
OElPEG HaoToU, KUTTAPIKEG OELPESG (PUOLOAOYLKOU
HaOoTOU Kat GAAWV (PUCLOAOYIKWV LOTWV, OTIWG EYKE-
pdaiou, Nnatog, ve@pou Kal HUiKou LoTou, e OKO-
né Inv avixveuon yovidiwv pe UPNAY €KAo
0E KAPKIVIKA KUTTapa Kat XaunArn 13 kaBéiou €k-
(Ppaomn oe QUOLIOAOYIKOUG LoToug. H Texviki g
RT-PCR 8on6noe otnv avayvwplon Tou VEoU Yo-

vidiou BASE uévo oe Kapkivika KUttapa paotou
kat GxL 0Toug (PUCLOAOYIKOUG LOTOUG Tou e&eTd-
oOnkav. Motevetal de ard Toug epeuvnTEG OTL 1
nepaltépw avdiuon g BiBA0ONkNG cDNA mou
dnpuoupyribnke, Ba propeoel va avadeikel meplo-
00TEPA YoVIdLlakA TipoidvTa yla xpron oe dlayvw-
OTIKEG KAl BEPATIEUTIKEG OTPATNYIKEG OTOV KAPKI-
VO Tou paotol.
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MAPTIOX 2003
12-15 MapTtiou 2003

8™ International Conference Primary Therapy of
Early Breast Cancer

St. Gallen, Switzerland

Organisers: International Scientific Committee St. Gallen
Breast Cancer Conference, Secretariat “ABC 2003”,
Center for Tumour Detection & Prevention, Rorschach-
erstr. 150, CH-9006 St. Gallen, Switzerland

Phone: +41-71-243-08-90 Fax:+41-71-245-68-05
E-mail: info@oncoconferences.ch

Website: www.oncoconferences.ch
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20-22 Maptiou 2003
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Mpdedpog Opyavwtikrg Emtpormq: Mdaptg Koopiong
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TA: 210-7711010

E-mail: prc@compulink.gr

TeAeutaia nuepopnvia ywa tnv uroBoAr) mepiAnyng
epyaowv: 10 AekepBpiou 2002

28-29 Maptiou 2003

ESMO Course: Good Clinical Practice in Oncology.
Update and New Developments.

Cadro-Lugano, Switzerland

Info: Maria Cristina Reinhart, ESMO Education Coordi-
nator, ESMO Head Office, Via La Santa 7, CH-6962
Viganello-Lugano, Switzerland

Tel +41-91-973-1904 Fax: +41-91-973-1905

Email: mariacristina@esmo.org
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AMPIAIOX 2003
5-9 AnpiAiou 2003

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

Metro Toronto Convention Centre, Toronto, Canada
Organisers: American Association for Cancer Research
(AACR)

Public Ledger Building, Room 826, 150 South Indepen-
dence Mall West, Philadelphia, PA 19106-3483
Phone: 215-440-9300 Fax:215-351-9165

E-mail: meetings@aacr.org

Website: www.aacr.org
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MAIOX 2003
2- 5 Maiou 2003

1st Mediterranean Melanoma Meeting
Mediterranean Sea- Aegean

Organising Secretariat: Vanna Antonopoulou, Carlson
Wagonlit Travel, 204 Mesoghion Avenue, 15561, Ath-
ens, Greece

Phone: 210 6542732 Fax: 210 6511712

E-mail: v.antonopoulou@cwt.gr

Website: ozoras@med.uoc.gr

31 Maiou-3 louviou 2003

39t American Society of Clinical Oncology (ASCO)
Annual Meeting

McCormick Place, Chicago, IL

Organisers: American Society of Clinical Oncology
(ASCO), 1900 Duke Street, Suite 200, Alexandria, VA
22314

Phone: 703-299-0150 Fax: 703-299-1044

E-mail: asco@asco.org

Website: www.asco.org
Abstract Deadline: December 20, 2002

IOYNIOX 2003
11-13 louviou 2003

5t Milan Breast Cancer Conference

Milan, Italy

Chair: U. Veronesi- A. Goldhirsch

Organisation: European School of Oncology (ESO),
Viale Beatrice d’Este, 37- Milan, Italy
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Tel +39-02 43359611; Fax +39-02 43359640
e-mail: conferences@esoncology.org

Website: www.breastmilan.org

Abstract deadline: 14 April, 2003

19-22 louviou 2003

ESMO Summer Educational Conference (ESEC 2003)
Edinburgh, Scotland

Organisers: ESMO Congress Secretariat, Via La Santa
7, CH-6962 Viganello-Lugano, Switzerland

Tel +41-91-973-1919 Fax: +41-91-973-1918

Email: alessia@esmo.org

Website: www.esmo.org
Abstracts, on-line submission deadline: véa nuepounvia
25 deBpouapiou, 2003

AYTOYXTOX 2003

10-14 Auyouotou 2003

10™ World Conference on Lung Cancer

Vancouver, Canada

Organisation: International Association for the Study of
Lung Cancer, British Columbia Cancer Agency
Contact Information: Cari Chenier, Conference Secre-
tariat

International Conference Services, Suite 604-850 West
Hastings Street, Vancouver, British Columbia, Canada
V6C 1E1

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

ZENTEMBPIOX 2003
19-20 ZenteuBpiov 2003

ESMO Course: Comprehensive Review of Clinical Can-
cer Genetics

Hotel Marienlyst, Helsingor, Denmark

Info: Christine, K. Zarb-Guthry, ESMO Education Coor-
dinator, ESMO Head Office, Via La Santa 7, CH-6962
Viganello-Lugano, Switzerland

Tel +41-91-973-1907

Fax: +41-91-973-1905

Email: christine@esmo.org

Website: www.marienlyst.dk
Registration deadline: 4 July 2003

21-25 Zenteubpiou 2003

European Cancer Conference, ECCO 12
Copenhagen, Denmark

Info: ECCO 12 Secretariat, FECS Conference Unit,
Avenue E. Mounier 83, B-1200 Brussels, Belgium

Tel +027750202 Fax: +027750200

Email: ECCO12@fecs.be

Website: www.fecs.be

Abstracts, online submission deadline: 8 April 2003
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2ti¢ oonyiec mov axolovBovv edrjpbnoav vridyn ot mpéopareg vrodeiéeig (1997) tng Awebvovc Ermi-
1pomtrjc twv Exdorav larpikav Ieprodixdv (International Committee of Medical Journals Editors -
ICM - JE): Uniform Requirements for Manuscripts Submitted to Biomedical Journals.

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-
AiSec, oe S1mA6 S1dotnpa ka1 péxpr 100 mapamopmec.

Ilpwrotvnwv epyaoiav Baoikig 1 KAVIKIG €peuvag
I0U PropolV va Iapouclastouv g mAfjpelg 1 Ppayeleg ava-
POpEG,

EvSiapepoviwv mepiorarikev yia otviopr (8-10 oe-
AiSec oe SimAé Sidotnpa) mapovsiaoy ondviag véoou 4 ex-
djdwong 1 acuvyfoug kA1vikig mopefag ka1 oultyor 600
efval anapaityto yia tnv mapouociaon.

Ilpaxtikd ocpivapiov, ypantov oUEmooinv, oTpoy-
yvlav tpareQidv kar klivikonaboloyo-avarourkwv
ov{nriioewv, xatd v Kpion ¢ Zivralng.

Ewbuca Oépara: yevikoG oyroloyikoy evbiagépovoc,
epyaoieg mou ev Katatdooovtal oe dAAn Katnyopia epya-
010V, €ktaong péxpr 20-25 oedibeg S1mhod Siaotiipatoc.

I'pdppara avayvworov, éktaong 2-3 oeAibwv Simhod
draotijpatoc, pe Kpioeig yia dnpooieuduevy epyaoia f yevi-
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-
01eG0e1 KAIVIKQV 1] epyaotnplakyV epyaoidv umé tn
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
Zuvraktike Emrtpomnng), Aew@ipog Ade€avipag
105, 114 75, AOHNA, 1 nAextpovikdg pe e-mail otyv
nAextpovikiy SietOuvon: hesmo@otenet.gr

AOMH THYX EPTAXIAX

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.





