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UK vs 5% in UK centres [Fisher’s: p<O.OOOI]. In FIG0 stage 3 aggressive 
debulking procedures were more likely to be petfonned in non-UK centres. 
‘TAH/BSO & Omentectomy’was performed in 62% of cases from non-UK 
centres vs 49% in UK centres {p=O.O002]. These differences corresponded 
to a greater likelihood of optimal debulking of tumour [non-UK centres 71% 
vs 58%: p<O.OOOl]. This increased surgical activity was associated with a 
longer operating time. [Non-UK centres, median=136 minutes; UK centres, 
median=95 minutes: Mann Whitney: p<O.OOOl]. 

Conclusion: This study demonstrates clear differences in surgical prac- 
tice among gynaecologists referring patients for entry into this dinical trial, 
cornparIng the UK with non-UK centres. These differences in surgical prac- 
tice are particularly relevant to the management of stage 3 tumours where 
there appears to be a greater likelihood of residual disease >2cm follow- 
ing UK procedures. As this is known to be a key prognostic factor, these 
are potentially large enough to impact significantly on treatment outcome, 
and might explain some of the variability in survival outcome seen in the 
EUROCARE studies. Survival data are awaited. 
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Conservative treatment of dvarian borderllne tumor 

P. Morice’, S. Camatte’ , P. Pautie?, C. Lhomm@, C. Haie-Meder3, 
P. Duvitlard4, D. Castaigne’ ‘Department of Gynecologic Surgery; 
2Departrnenf of Oncology; 3 Department of Radiotherapy; 4 Department of 
Pathdog)! lnsfifti Gustave Roussx VilfejuK France 

Purpose: The aim of this study is to assess the clinical outcome and fertility 
of patients treated conservatively for a low malignant potential ovarian tumor 
(LMPOT). 

Methods: Forty-four followed-up patients treated with conservative man- 
agement for a stage I (n = 32) or II and III (n = 12) LMPOT were followed-up. 
33 patients underwent a unilateral adnexectomy and 11 had a cystectomy 
(bilateral in 1 patient; with contralateral adnexectomy in 5 patients). 

Rbautts: The recurrence rates following radical surgery, adnexectomy 
and cystectomy were respectively: 5.7%, 15.1% and 36.3% @ .C 0.01). 
None of the recurrences in the’ patients who were initially treated con- 
servatively were under the form of ovarian carcinoma. Five patients who 
had recurrende underwent again a conservative management of these re- 
currences. Al\ patients treated conservatively are alive and disease-free. 
Seventeen pregnancies (15 spontaneous) were obtained in 14 patients. 
Thirteen pregnancies were obtained in patients ‘with stage I disease and 4 
in patients with stage Ill. 

Contiusloh: The consecrative management of LMPOT increases sig- 
nificantly the risk of reconence but without affecting the overall survival. 
Such a management offered a chance of having spontaneous pregnancies 
even in patients with advanced stage of the disease (noninvasive peritoneal 
implants). Conqervative management could be proposed in yopng patients 
wishing to preserve their fertility. But careful follow-up will be required to 
detect any recurrence in the ovaries. 
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Eplrublcln/pacMaxel/carboplatin (TEC) vs 
paclitaxeVcarboplatln In first line treatment of ovarlan 
carcinoma flgo stage II b-IV. Prellmlnary results. A GINECO 
randomlzed trial 

8. Weber’, W. Kuhn’, A. Goupil’, J. Blohmer’, F. Guichard’, J. Quaas2, 
V. Lucas’, W. Schrbder2. J. Plaza’, A. du Bois2. ‘GINECO, 75000, Paris, 
France; ZAGO, Wiesbaden, Germany 

Purpose: The objective’of this randomized trial was to demonstrate whether 
the three drug chemotherapy regimen (TEC) increases overall survival over 
two drug (TC). 

Methods: Between 1111997 and 02/2000,1281 patients were randomized 
to receive 6 cycles of paclitaxel (175 mg/m2. 3 h iv) followed by carboplatin 
(AUC 5, Calveti fonula) with FEC) or without (TC) epirubicin (60 mg/m2 
iv prior to Paclitaxel) on a 3 weekly schedule. Patients (pts) were stratified 
for stage and residual tumor (rT) (II-III + residual T 5 1 cm = Strate I/IV 
and 11-111 + residual A z I cm = Strate 2). 

Results: Patient charactedstics are well balanced between two arms 
(1190 pts). NCI-CTC toxicity of 3-4 grade was observed in 54% of the 
cycles of TEC and 30% of TC. Hematologic toxicity was grade 3-4 in 68% 
of the patients in TEC arm. versus 30% TC arm. Non hematologic toxidty 
was’not significantly different between TEC and TC except for nausea and 
vomlting. Adjonction of epirubicin did not increase cardiac toxicity. There is 
no significant difference in progression free survival between TEC and TC 
(1190 pts). But there is a trend in favour of TEC in strate I, 323 events/605 

pts, med I8 (16/21) vs TC 333/585, med I7 (15-19). There is na difference 
between TEC and TC for overall survival. Follow up and analysis will be 
updated in autumn 2001. 

Conclusion: this is the first trial evaluation of standard chemotherapy 
versus three drug regimen. Both regimens are feasible. TEC induces more 
hematologic and vomiting toxicities than TEC. Until today there is no 
advantage in terms of overall survival of TEC over TC. 
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ACTlON + ICON1 : two parallel randomlsed phase Ill trials 
comparlng adjuvant chemotherapy to no adjuvant 
chemotherapy following surgery in women with high risk 
early ovarlan cancer 

N. Cdombo, J.B. Trimbos, D. Guthrie, I. Vergote, C. Mangioni, 
J. Vermorken, W. Qian, G. Bolis, V. Toni, A. Anastasopoulou, M. Parmar. 
On Behalf of ACTION and ICON1 Colfaborarors; Eumpean Institute of 
Oncology; Division of Gynecology, Milan, Italy 

Background: Despite a number of small randomised trials it is not clear 
whether adjuvant chemotherapy improves survival in women with early 
stage epithelial ovarian cancer. 

Method: We carried out two parallel international, multicentn?, ran- 
domised trials ICON1 (International Collaborative Ovarian Neoplasm stud- 
ies) and ACTfON (EORTC: Adjuvant Clinical Trial In Ovarian Neoplasm) 
to compare adjuvant platinum-based chemotherapy against chemotherapy 
delayed until indicated, in women with surgically resected early ovarian 
cancer. The primary outcome was length of survival. 

Findlngs: 925 (477 in ICONI, 448 in ACTION) patients were randomised 
from 124 centres in 13 countries; 465 to adjuvant chemotherapy and 460 to 
no adjuvant chemotherapy. The median age was 55 years with over 90% 
patients being FIG0 stage 1. The major histological cell types were serous 
(340/o), mutinous (20%), endometrfoid (25%) and clear cell (14%). Differen- 
tiation of disease was classified as poor in 31% of patients, intermediate, in 
46%, and well in 22% of patients. The patient characterfstics were similar in 
both treatment groups. With ovea 3 years median follow-up for survivors, the 
hazard ratid for recurrence-free survival is 0.64 (95% confidence intetval 
0.50 to 0.83), p = 0.001, in favour of adjuvant chemotherapy. For overall 
survival the hazard ratio is 0.68 (95% confidence interval 0.51 to 0.92), p 
= 0.01, in favour of adjuvant chemotherapy. These results translate into an 
absolute difference of 7% in overall survival at B-year from 75% in the no 
adjuvant chemotherapy to 82% in the adjuvant chemotherapy. 

Preliminary Conclusion: Adjuvant chemotherapy improves both recur- 
rence-free survival and overall survival. The clinical interpretation of these 
results will be discussed. 
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CA125 response and disease stablllsation are associated 
with estrogen receptoi expression In a phase II trial of 
letrozole in ovarlan cancer 

J.F. Smyth’, A. Bowman’, H. Gabra’. A. Lessels’, M. Stewart’, 
A. Young’, S.P. Langdon’. ‘/CRFMedica/ Oncology Unit, Western 
General Hospital, Edinburgh, United Kngdom; *Department of Pathology, 
Western Genera/ Hospital, Edinburgh, United Kingdom 

Purpose: We are exploring the therapeutic potential for estrogen receptor 
(ER) targeted approaches in ovatian cancer. In a phase II trial of the aro- 
matase inhibitor letrozole (Femara) in relapsed ovarian cancer, we have 
investigated the relationship between antitumor response to letrozole and 
several markers relating to estrogen regulation predicted by our experimen- 
tal ovarian cancer models. 

Methods: 60 patients were treated wlth letrozole (2.5 mg daily) at CA125 
relapse. To date, 45 patients are evaluable for response by CT scan and 
48 by CA125 criteria. ER and progesterone receptor (PR) expression were 
measured in primary tumors by immunohistochemistty (IHC) using a scoring 
system ranging from 0 to 300 (product of % cells positive and intensity). 
EGF receptor and erbB2 were also measured by IHC. 

Reeufta: After3 months treatment, using UICC criteria, letrozole produced 
no complete or partial responses, 8 patients had stable disease and 37 
progressed. Using CA125 criteria, 5 patients had a partial response (> 50% 
fall), 13 had a stable value at 3 months (~50% rise) and 30 had a clearly 
progressing value. The UICC stable disease group had a significantly hlgher 
ER (p=O.O32) and PR value (p&0096) than the progressive disease group 
and a combination of these ER z 150. PR > 70 w& associated very St&g& 
with stable disease (p < 0.0001). Using CA?25 criteria, comparison of the 
CAI25 stable/responding disease with progressive disease again indicated 
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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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Ovarian caner: comparkon of F-l&RIG-PET imaging 
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, &ulogy, 
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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In vivo inductii of HPV 16 specific cytotoxlc ctl and 
T-helper immunity in patierNs wfthadvanced cervical cancer 
using autofogous dendrltlc cefls (dc) pulsed with tumour 
lyspth as a potential iihtl-cancet vaccine 

M. Adams’, A. de Jong3, H. Navabi’, C. Lippet?‘, B. Jasani’, S. Man2, 
A. Flande?. R. Bailev Wood2. S.H. van der Bert?. M. Mason*. r Velindre 
NHS TNst. binical &co/~, CARD/FE UK; 2&versity College of 
Medidne, Gyttaecology, CARDIFF U.K; 3Leiden, Immunohemotology and 
Blood Tmnstbsion~ LEADEN, Nethettands 

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. 

1023 ORAL 

Survival after relapse in patkents with endometriaI@mceri 
results from a randomized trlat 

C.L. Creutzberg’, W.L.J. van Putten’, P.C. Koper’, M.L.M. Lybeert2, 
J.J. Jobset+, C.C. W&‘lam-RodenIx@, K.A.J. MWinteF, 
L.C.H.W. Lutger&, A.C.M. van den Bergh’, E. vah de Steer?. f Universify 
Hospital - Daniel den Hoed Cancer Centec Radiation Oncola 
Rotterdam, The Netherlands; scathadna Ziekenhul~ Ra@.&&ni Oncology. 
Eindhoven, The Netherlands: 3Medisch Spectrum~Twerib.?, &diaUon 
Onco/ogy, Ens&de, The Ne&er+ands; 4 Univers&:Med,W&hter, 
Radiation Oncdog)! Utrecht, The Netherlands; 5 dr Bernard VWeeten 
Institufe, Tllburg, The Netherlands 

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 & Methods: The PORTEC trial inciuded patiehts with FIG0 
F&Q-ES 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 conj~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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A mlcracell hybrid based 
chroinoriotne 3p g#& 
growth, at four dFstlnct regtond 

I.D. Khdodnvuk1*2, M. Kbst-Alimova’ , A. Szeles’ , V. Kashuba”, Y.Yang’, 
G. Klein’, S. lmrehl.’ 1 K&vlinska Instftutq MTC. SW&o/m, SWeden; 2A. 
Kkchenstein lnstftute of Micr@iaio&and virology, Riga, Lam& 

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 


