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that higher ER (p = 0.019), lower erbB2 (p = 0.046) and higher EGF receptor 
@ = 0.033) were associa&d with CA125 stable/responsive disease. 

Conclusibn: these @s&s imply that letrdzole ireatment can produce 
disease stabitisation and CA125 r&ponses which in turn are linked to 
higher levels of ER expression. These data. suggest the .presence of an 
“endocrine-sensitive’ group which could be targeted in future studies. 
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techn‘ique veraus contpufed tomo@p~y Scan and serum 
CA-f 25 level for diagtiosls of recutrent disease 

J.M. Aramendia’, MJ. Garcia-Vetlo&, M. Gonzalez-Cao’ , 
J.M. Orrfofiezl. J. Cartes’ . E. Saloado’. M. Jurado3. J. Richter2. 
S. Martin-Algaha’ ’ Univ&fy H&p&l,’ Univetsity dr Navana, &culogy, 
Pamplona, Spain; 2 University Hospttal, University of Navarra, Nuclear 
Medicine, Pamplona, Spain; 31Jnivers+ Hospital, University of Navarta, 
Ginecology; Pamplona, Spain 

Purpose: To evaluate the sensitivity of whole body FDG-Positron Emission 
Tomography study in detecting recurrence of ovarian cancer. 

hkhda: 18 consecutive stage IU and IV ovarian cancer patients (pts) 
previously treated with Mlrgery and chemotherapy with suspicion of relapse, 
were evaluated with FDG-PET imaging scan. Recurrence disease was 
suspected by abnormal CA 125 levels and/or by CT scan. The images 
cormcted by attenuation of thoracic, abdominal and pelvic regions were 
obtained 45 minutes after the iv injection of 370 MBq of F-18-FDG with 
an ECAT EXACT liR+ scanner. Ovarian cancer recurrence was confirmed 
by histopathdogic analysis (9 pts) or follow up (9 pts).The sensitivity value 
of the functional imaging technique has been compared with the CA 125 
levels and the CT scans. 

ResultszThe senskivity for CT scan, CA 125 and F-18.FDG-PET were 
&I%(8118 pts), 83%(16/18 pta) and 100%(18/18 pts) respectively. PET has 
suazessfuily detected recurrent disease in 3 pts with normal CA 125’levels 
and in IO pts with non suspicious CT scan. There was significant difference 
between PET and CT in regard to sensitivity (The p value for the McNemar 
test was < 0,01). 

Conclusion: In this, small series of 18 pts with suspicion of relapsed 
ovarian cancer, PET has provet? to have more sensitivity than CT scan in 
detecting recurrent disease. Updated results wfth more pts will be presented. 
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The feasibility, and safety of inducing specific class 1 and 2 specific CTL 
response to HPV E6 and E7 antigens using autologous dendritic cells 
primed with HW +ve tumour lysate as an anti cancer vaccine, has been 
tested in a phase IB clinical trial. 

Patfents <and MUMhods: 9 patients with advanced cervical .cancer (8 
recwrent with distant metastases) h,ave been vaccinated. Monocytederived 
DCs were cultured from 10 9 PBMC obtained at leucophoresis using 
GMCSF and IL 4 for 7 days. CD1 a + CD14 - immature DC were pulsed with 
so&ated HPV +ve tumour lysate (5 autologous and 4 allogeneic @sate) and 
the .frozen in aliquots for 6 weekty subcutaneous vaccinations of 107 DC. 
Immunological endpoints were DTH skin reactions to recall antigens and 
lysate. tetramer CTL response; and ELISPOT CTL and T-helper response 
in 5 evaluable patients. Tumour response was assessed clinically and 
radiotogily. 

Resut& Toxicity was mild with occasional fever and malaise but one 
patient developed a capillary leak syndrome which was succes~fuliy treated 
with steroids. Only 2/9 patient&reacted to recall antigens on skin testing. 
Specific HPV specific CTL response was demonstrated in peripheral blood 
in 2/3 evak@le (HPVlS + HLA 0023 paiients after vaccination. In these 
patii the frequency of HFVl6E7 [II-2b] rose to 2.2% as deteoted by 
class1 tetramers and the JFN gamma ELISPOT assay -revealed a specific 
- response to 4 HPV 16 E6 and 7 derived CTL epitopes, 1 week and 2 
months respectively after vaccination. In 114 evaluable HPV 16 + patients a 
specific T-helper response was also observed. T cell immun’ky as detected 

by ELISPOT 0onelater.l with the DTH response to tumour lysate and these 
patientsfollowadafavourableclinicaf outcome{NEDof dise+&i8mo +after 
resection of lung metastasis, atable disease for 3+ mo&ter progression. 

Conclusion It is feasible to induce in vivo.HPV s@cifio c&s 1 and9 T cell 
spedlic response in cervical cancer patients even with advanced (disease 
u-&g autol&ous DC primed with &nour lysate. Ho-r the optimum 
strategy may require IL 12 producing mature DC which is being currently 
investigated. 
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Purpose: To determine the rates of tocal control and suwival after relapse 
in patients with stage I endometfial cancer: treated in the r+tkzenter ran- 
domized PORTEC-trial with surgew and peivic’radiiherapy (AT) or surgery 
alone. 

Materials & mods: The PORTEC trial inciuded patiehts with FIG0 
stages IC grade 1 or 2 and IB grade 2 or 3 endometf&l cancer.: Inell Cases an 
abdominal hysterectomy wae performed, without lympb&deh&&omy. After 
surgety, patients were randomized to receive pelvic FIT (46 Gy). or no 
further treatment. 715 patients were randomized. 

Results: The analysis was done by intention-to-treat. 714 patients could 
be evaluated. At a median follow-up duratiwl of 60 months, S-year actuarial 
locoregional recurrence rates were 4% in the Rf group, and 34% in the 
control group (pcO.001). The 5-year overall sun@a ?ates,werb 81% (VT 
group) and 85% (control group, e.31). fhe mdorlty ot-fhe focoregional 
relapses were located in the vagina, mostly in the vaginal vault: At 5 years, 
7 vaginal and 5 pehric recurrences were recorded in the RQyoup, and 32 
vaginal and 13 pelvic recurrences in the control group. F@-year. rates of 
vaainal. pelvic and diitant failures as first failure were 2%. ‘I .4% and 6.3% 
in the ki group, and 9%. 4% and 132% in the c~nj~l gr@p: Fiv&year 
rates of distant me&stases were 8.4% in the RP gr,oup and 6.1% in the 
control group. Most patients with an isolated locoregional relapse could be 
treated with curative intent, usually with external RT and: b&yWrapy, 
and/or surgery in some. A complete remissian was~.obtabied~~in&%~ At 
the time of the analysis, only 8 out of the, 52 pa&?@ with a loeoreglonal 
relapse had died due to the relapse, wtiile 39iof the 48 p&tents with 
distant metastases had died from the me&&se,?+ Patient&w& a.vaglnal 
recurrence had 2- and 3-year post-rtilapse stavival rates of 79% and 71%, 
in contrast to 22% and 9% 2- and 3-year survival ratesafter f&vie relapse 
and/or distant metastases (p~O.001). The 3-year &viv& efterfirst. relapse 
was significantly better for patients in tliit co&l &up (51%) than for 
patients in the RT group (I 9%, p=O.q2). 

Conclusion: Pelvic RT in stage I endometrial. cancer red&+ the risk of 
locorgglonal relapse, but without a survival benefit. Ti+atmpnt :#or vaginal 
relapse is often suc&sshtl in patients not ,prevk&ly irradi@d&adlng to 
a signfticanUy better post-relapse survival br paiiknts in‘thb control group. 
Updated results will be presented. 
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Purpose! Wehad prev’k&y.shOwn (lmreh et al., lgg4; lseJ).?hat inocula- 
tion of human chr3/A9 mouse fibros&mma mlcrocell~hybdds (fvlCHs) into 
SCID mice was followed by the regular elimination of some 3p regions. Us- 
ing this approach, refened to as the dimination test (Et), we have defined a 
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common eliminated region (CER) at 3~21.3 and an eliminated region (EFl2) 
at 3p2l.l-pl4.2 (Kholodnyuk et al., 1997). ER2 borders at but does not 
include the FHIT gene, considered as a putativeTSG. We have found that 
FHIT was deleted at the DNA level in 17 of 21 tumors. The remaining 4 of 
21 had no FHIT transcdpt. Later we have generated new SCID tumors that 
remained PCR-positive for all of the ch&markers tested (‘PCR+” tumors). 
FISH chromosome painting showed normal intact cht3 in 65-96% of MCHs 
cells and in 16-75% of ‘PCR+’ tumor cells. FHIT was expressed in v&o in 5 
out of 7 MCH lines. All ‘PCR+’ tumors had no FHIT transcript. Our compiled 
data have shown that FHIT was either physically or functionally impaired in 
all 34 of the 34 analyzed tumors (Kholodnyuk et al., 2000). 

The purpose of the present work was to examine the “PCR+’ tumors by 
RT-PCR for the expression of 30 human chr3p genes located within CERI, 
ER2, and the regions that were homozygously deleted (HD) in a variety of 
carcinomas. 

Results: FISH-RP has indicated losses over 3p26-3p25, 3~24, 3p22, 
3~21 and 3~14 in 6 ‘PCR+‘tumors derived from two MCHs, but not in 
3 ‘PCR+’ tumors derived from the third MCH. We have examined the 
expression of 30 human chr3p genes: among them 6 genes l-ted within 
CERI (LIMDl, CCRI, CCRP, CCRB. CCR5. LTF). and 12 genes located 
within r&ions that were homozygously deleted in’a variety if carcinomas. 
We have found that the majority of the genes analyzed, including VHL, 
TGFBR2. MLHI, ITGA4L, SEMA4, SEMA5, BLU, LUCAl, PTPRG and 
DUTTl, were expressed in the MCH lines in vitro and in the derived SCID 
tumors. No transcripts of the four CCR genes, MYW or TGM4 have been 
detected in any of the MCH lines. Comparative duplex RT-PCR revealed 
the significant reduction,of the amount of GNAIP (3p21.3) transcript and 
DLECi (3~22) transcript in SCID tumors versus the MCH iines in &o. In 
the addition tothe FHIT gene, LTF (CERl), DRRI (ER2) and LUCAZ (SCLC 
HD) have lost their expression in &ID tumors. These’genes may f&tion 
as tumor suppressor genes. Further studies of the biological activity of these 
genes are needed to clarify the role of these genes in tumotigenesis. 
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A new variant of cystein-rich FGF receptor (CFR-1) as target 
for mitotic antibody with possible dlagnostlc value in gastric 
cancer 
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Purpose: In several human diseases autoantibodies are discussed to play a 
crucial role in inition and maintenance. In development of gastric carcinoma 
there isevidence that they are involved in inducing or enhancing proliferative 
changes of eplthelial cells in the stomach mucosa. Here we describe the 
identification of the receptor of the mitogenic antibody 103/51 as a new 
variant of CFR-1 (cystein-rich fibroblast growlh factor receptor). Expression 
of the CFR-1 variant wastested by immunochemistry on various tissues 
and cancerous lesions. 

Method: The receptor of antibody 103/51 was purified by chromato- 
graphic methods and idenfied by MALDI-analysis. Binding of antibody 
103/U to CFR-1 was proved by transfection of stomach carcinoma cell 
lines with a CFR-I-antisense vector and the antigenic site to be a carbo- 
hydrate residue by specific ‘protein deglycosylation. A murtne monoclonal 
antibody agalnst CFR-1 was prepared, which has identical immunohis- 
tochemical and stimulating properties. Expression pattern of CFR-1 was 
shown by immunohistochemical staining. Physiological in vitro effects were 
investigated by Western blot analysis and Ml-r-proliferation assay 

Results: The antibody 103/51 enhances pmfileration of stomach cancer 
cell lines in vitro by binding to a carbohydrate residue of a CFR-1 isofonn. 
The stimulation is dose-dependent and resutts in the phosphorylation of 
various proteins. The expression pattern of the described CFR-1 isoform is 
very restricted on normal tissues while it is widelv exoressed on cancerous 
t&es. Most iqterestingly, the rpceptor,is also p&sent in Helicobacter pylori 
gastritis and gastric dysplasia, mere it is expressed bn proliferating cells, 
while it is at&&t on r&n inflammed stoina&mucosa - 

Concluslon: Autoanttbodies like antibody’l03/51 can serve as ligands 
for ,receptOrs and can inf(qence cell cycle control of the epithelial cell, 
and might be involved in the cancerogenesis qf stomach carcinoma. The 
antibody 103/51 is a/so of diagnostic,value,, since the tissue distribution 
shows that the CFR-1 molecule is correlated with cellular activation and 
protlferatioh demonstrated by staining with antibody Ki67. The data show 
that human antibodies are a helpful tool for understanding of tumor-related 
mechanisms and for the discovery of new dlagnostii targets. 
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Role of the tyroslne klnase Ick for the induction of apoptoslti 
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Introduction: Preliminary studies revealed that the tyrosine kinase p56ilck 
is involved in caspase-6 activation and apoptosis in response to Ionizing 
radiation. However, ihe definite role of tymsine kinases for apoptosis reg- 
ulation remains unclear. Our puruose was to define the relative position of 
p56/lck within the apoptotic signaIling pathway. 

Materlalshlethods: The induction of apoptosis 12,24,36,46 and 72h af- 
ter irradiation with 10 Gy was quantified in jurkat T cells, JCaMl.g(without 
Ick), JCaMl.6lck+ and Jurkat/BclP employing FACS analysis and fluo- 
rescence microscopy (Hoe33342). In parallel, apoptosisinduction via the 
CD95 Death-receptor was determined after 6, 12, 24, 36 and 46 h. Acti- 
vation of caspase-9, -6, -3 and PARPdeavage was anaiysed by western 
blotting. The integdty of the mitochondrial function (DYm) was determined 
by TMRE-staining and flow cytometry. 

Results: Induction of apoptosis after irradiation was almost completely 
blocked in p56/lck-negative JCaM1.6 cells, retransfection Of Ick restored 
the capacity to undergo apoptosis. The kinetics of CD95-feceptor-mediated 
apoptosis was delayed. There was no difference in the baseline expres- 
sion of CD95, FADD, caspased,caspase-3, Bcl-2, MCL-I and B&x, as 
determined by western blotting. Analysis of DYm revealed an delayed 
breakdown of DYm after CD95-stimulation; after irradiation, no breakdown 
of DYm oa~rrerl. The comparison with Bcl-P-overexpressing cells showed 
marked differences regarding CD95-mediated apoptosis which remains 
nearly unaffected by B&2. 

Conclusion: The lack of p56/lck causes a generalized apoptosis defect. 
The absence of Ick most probably influences the signal transduction at the 
level of the mitochondrta. 
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Purpose: The higher frequency of human lung adenocarcinoma in females 
than in males, strongly suggests the involvement of gender depe&ient 
factors such as sex hormones in the etiology of this disease. Although there 
have been several reports of expression of ER-alpha in lung cancer, the 
results are inconsistent and controversial. Here, we assessed the expression 
of ER-beta in various human lung tissues and address the question of its 
physiological functions. 

blethods & Results: lmmunohistochemistry using an ER-beta polyclonal 
antibody revealed ER-beta protein expression in normal bronchiolar epithe- 
lium and all foci of atypical adenomatous hyperplasia (AAH), considered 
as a precancerous lesion for adenocarcinomas. Adenocarcinomas showed 
significantly higher expression of ER-beta than squamous cell carcinomas, 
and especially the hobnailtype, which tends to occur in-females, was consis- 
tentlylpositiie. On the other hand, ER-alpha expression was not detected in 
any of the cases we tested. The functional integrii of ER-beta in lung cancer 
cells was confirmed using a RERF-LCOK human lung cancer cell line, in 
which ER-beta protein expression was the highest of all 16 lung cancer cell 
lines examined. Binding ability to estrogen responsive elements (ERE) was 
observed in electrophoretic mobility shift assay. Transcriptional activity was 
assessed by transient transfection of an ERE-luciferase repotter plasmid, 
shown to be slightly but significantly stimulated by 17betaestradio1, and 
suppressed by a pure antiitrogen, ICI 162,760 (ICI). Colony formation was 
significantly reduced in the presence of ICI, both anchorage dependent and 
indepkndent growth. 

Cohcluslon: ER-beta but not El+alpha is present in lung tt~ues with 
an”iftant physiologiti function in normal lung. Furthermoi, ER-beta 
may play a role in growth and development of adenocarcinoma. Finally, 
we propose that pure antiestrogen may be useful for hormone therapy of 
ceitain types of lung cancer. 


