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ODN complex was cods named as SEVINA-22. MMM cells were treated 
with SEVINA-22 and vinorelbiiartrate. 

Resutts: Post-treabt&nt analysis by IHC and RT-PCR exhibited no ex- 
pression of b&Z and negative results after ampfifiitii -for bci-2 mRNA. 
Thus, the short DNA-Like strand carried by the cationic liposomes tar- 
geted efficiently the bd-2 messenger, preventing it from being translated 
into protein. vinorefbine induced apoptosis (VIA) detected by annexin-V/PI 
staining was mediated by actiVHtion of caspase-3 (CPP32) pathway, block- 
age at G2&l phase and interupting mitachondria transmembrane potential 
releasing cytochrome (cyto)-c according to flow cytometric analysis. TEM 
has exhibited morhological signs of 02 apoptotic stage forming melanoma 
apoptofic bodies (MABs) which were phagocytosed by adjacent MMM cells 
leading to a bystander killing effect. MlT and BrdU analysis of treated 
MMM cellsexhibited greatty reduced metabolic activity and DNA synthesis, 
respectfvdy. 

Conclusbn: Thus, SEVINA-22 by sequence hybridttion in bcl-2 mRNA 
has inhibited bcl-2 expression allowing vinorelbine-induced apoptosis (VIA) 
in chemoresfstant f&IM cells. Concluding, this antisense strategy in com- 
bination with the antimitotic drug can eradicate chemoresistant MMM cells. 

288 POSTER 

GenetIc analysis of sporadb and familial malignant 
melanom3@lk~ &sebsment of the role of 9p21 region and 
pWCDKWA gene In MM tumorigenesis and its 
clinicopathological correlation 

G. Palmieri’, P. Asciertoz. A. Cossu3. M. Casulal, P. Cannada Bartoli*, 
G. Botti”. A. Daoonte2. A. Lissia3. F. Tanda3. G. Castello*. ‘Institufe of 
Molecular Get&cs, C.‘N.R., Alghb, My; 2~ational Tumor lnsfitute 
“Pascale”, Naples, ftafy; 3 University of Sassari, institute of Pathology; 
Sassati, ltaly 

Background: Previous studies indicated the 9p21 as the chromosomal 
region involved in MM pathogenesis. In addition to the CDKN genes 
(plG/CDKN2A and plS/CDKN2B, frequently inactivated in familial MM). 
presence within this region of other melanoma susceptibility gene(s) has 
been suggested, To assess the rote of 9p21 in MM, genetic alterations in 
primary tumors as *I asintheir synchronous or asynchronous metastases 
were evaiuated by PCR-based analysis using polymorphic markers. 

Patients and-,*Methods: Genomic DNA was extracted from archival 
paraffin-embedded samples after microdissection separating tumor cells 
from normal adjacent tissues by iiiht microscopy. Loss of heterozygosity 
(LOH) was defined bv the absence of one allele in the tumor sampfe after 
&rnp&ison to the Geterozygous normal tissue genotype. Micr&atelliie 
instability (MSI) was defined by the presence of additional bands in the 
PC&amplfffed product from tumor ONA compared with normal DNA. 

Resuttet LOH and MSi were found in’27 (41%) and 11 (17%). respectively, 
out of+6 primary tumors. In corresponding 58 m&stases, MSI was found 
at higher rate (22; 38%), whereas a quite identical pattern of LOH (27; 
47%) was observed. Although CDKN locus was mostly affected by LOH, 
an additional region of common allelic deletion at D9S171 was identified. 
This region was&o confirmed by PCR analysis on primary tumor cell lines 
obtained from MM pattents (D9S171 was found homozygously deleted). In 
few casss (when peripheral blood sample was available) with LOH at the 
CDKN locus, no gerrrdlne mutation was detected by direct sequencing of the 
plG/CDKN2A exons, suggesting alternative mechanisms which inactivate 
these genes on the retained alleles at somatic level. 

Conclusion: Although no correlation between 9p21 rearrangements and 
dinicepathological parameters was observed in our series, further muta- 
tional screenings in candidate genes among sporadic and familial MM 
patients are being performed to identii genetic alterations with prognostic 
significance. 
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Conservatfon treatm&t of the eye: conformal proton 
reirradiation for recurrent weal melanoma 

L. fvla~ccl~, W. Liz. K. Egane. E. Gragoudas*, J. Adams’, 
J. Munzenrider”. ’ fUGl-f, Radiation Oncd~ Boston, USA; *ME/, Retina 
Service, Boston, USA 

Purpose: Evaluate, outcome of second course of proton irradiation (Pi) in 
patients with recurrent uveal melanoma. 

Patients and metlwdsz 31 patients (10 male and 21 female) had a 
second course Of p1: Mean patieht age at the time of the second treatment 
was 66.1 years (range 46-84). Mean interval between the first and the 

second Pi course was 50.2 months (range 8-165). One patient received a 
third course of PI, 37 mont@ after the secor$ trealmt?!$ 

Laraest tumor ditiineter and thictiess wefe 13.2,mm frsnae 6r21) and 
5.2 mm (range l.l-13.9jr&p&tiv~l~~ at pr&enta&& and i4.6 mm (&ge 
4.5-24.1) and 5.5 mm (range (2-8.2), respect&@, at &c&d t&tment. 
None had distant r,netastasls. 

Doses for the first course were 70 CGE (28 ptsband 50 qE 43 pts), 70 
CGE (30 pts) and 48 CGE (1 ot) for the second and 70 CGE Ilot) for the 
third &&e (CGE= proton & x 1.1). 30 patients received 5 f&i&s and 
one (48 CGY) had 4 fractions. Approximate percent overlap between the 
first and the second course ranged between 40 and 60% in 12 patients, 
between 70 and 90% In 5 patients and was 100% in 15 patients. 

Visual acuity was XXXlO or better in 30 patients initially and in 22 at 
second treatment. 

Mean follow up time after the second treatment was 50 months (range 
6-164). 

Results: At the time of the last follow up, 20 patients survived w+thout 
recurrence or metastasis, 3 were surviving with rn&a+sis, 5 had died of 
melanoma metastasis, and 3 of other causes. The five-year metastasis-free 
survival rate was 73% (95% Cl: 4589%). The cumulative rate’ of local 
recurrence at 5 years was 31% (95% Ct: 11.4 i 68.1%). 

In total, nine eyes (29%) were enucleated, due to either local recurrence 
(n=5) or intractable pain (n=4). The 5-year eye retention rate was 55% (95% 
Cl: 25.2 f 77.4%). 

Of the remaining 22 patients 6 (27%) had useful vision, and 12 .(54%) 
had radiation induced cataract. 

Concfusion: A second course of proton irradiation for recurrent weal 
melanoma to total doses between 118 and 140 CGE was associated with 
a relatively low enucleation rate due to serious complications, and a good 
probability of local control. 

Although most patients lost vision, the majority was able to retain the 
re-irradiated eye. 

Further evaluations are needed to compare the inflger)ce on mt+stasls 
free survival of addiiionaf proton irradiation versus enudeation after local 
recurrence. 
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Purpose: Cutaneous Melanoma are aggressive. tumours with an wnpre- 
dictable biological behaviour. Tumour site, tumour thiiess according to 
Breslow. tumour ulceration and vascular invasion are the most important 
pmgncdc factors. Over the years it has been soggested that women.* 
develop a mefanoma during or shortly after a pre$n&ncy have also.8 worse 
prognosis due to a more aggressive behaviour of the mefanoma. We there- 
fore embarked on a retrospective analysis of the pregnant women with a 
melanoma. 

me&Is and Methods: During the period 19662001, 67 pregnant 
women (P) were diagnosed and treated for a melanoma. These patients 
were subsequMly compared with a control group (C) of 544 female 
melanoma patients in their repruductive phase of lie. The melanoma were 
staged according to the MD Anderson staging #stem and the dinloal and 
pathological data was tetrfeved from the Gronfngen meianoma database. 
The IO-year di$easefree interval (DFI) and lo-year survival were calculated 
using the Kaplan-Meier method 

Results: There were in total 54 P stage I pts. compare@ 467 C stage I 
pts.; 3 P stage II pts. with 30 C stage II pta; 9 P stage lll.pts. with 82 C 
stage Ill pts.; 5 P stage IV with 10 C stage IV pts. 

De median age for the P group was 30.0 (range 18.5-46.5) years and 
35.9 (rang3 16.6-45.0) years fur the C group. T& mediarr follow up time 
for both groups combined was 96 (range, l-398) rr+nths. There was no 
statistical difference between the two groups for turnour thickness, tumour 
localisation, tumour ulceration and vascular invasion. The IQ-year DFI for 
the 2 groups calculated resulted in no statistical difference (St.1 79% P vs. 
80% C, St.11 and Ill 44% P vs. 49% C). This was also the case for the 10 
year survival (St.1 92% P ~~92% C, st.ll.pnd Ill 72% Pus, 68% C). 

Conclusion: Pregnancy is not a risk fact&for&s pnj&@s of inelanpma. 
The prognosis is still dependent on the tumour locali&ation, thickness. 
ulceration and vascular invasion. 


