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Methods: C595 was reduced with 2-mercaptoethanol and labelling was 
performed by adding 200 MBq of 99mTc and 0.1 mL of methylene diphos- 
phonate from a bone scanning kit. In vitro studies revealed the size, stability 
and immunoreactivity of the conjugate. The ability of the conjugate to bind 
to bladder tumours was initially tested in an ex-vivo model in which five fresh 
cystectomy specimens containing tumour were filled with 99mTc-C595 for 
1 h. Bladders were imaged and biopsies of tumour and normal urothelium 
taken. The conjugate was then administered intravesically to five patients 
who had been diagnosed radiologically or endoscopicaUy with bladder can- 
cer. Patients underwent gamma camera imaging post-washout followed by 
Transurothelial Resection of Tumour (TURT) and biopsy 2 h later. 

Results: The direct reduction mediated method produced a stable con- 
jugate of 99mTc-C595 which had an immunoreactivity exceeding 85%. Gel 
filtration chromatography revealed a single peak of labelled material at the 
expected 150 kD region. Binding to bladder tumours was confirmed in the 
ex-vivo model; four out of the five tumours were successfully imaged with 
a mean tumour:normal ratio of 5.7:1. In the patient studies, four out of the 
five tumours were imaged with a mean turnout:normal ratio of 22:1. 

Discussion: We have successfully labelled the monoclonal antibody 
C595 with 99mTc. The conjugate is stable in vitro and retains its high 
immunoreactivity. It has demonstrated its ability to Iocalise to bladder 
turnouts in an ex-vivo model and in patients when given intravesically. On 
the basis of these results we have embarked upon a study of intravenous 
99mTc-C595 immunoscintigraphy in patients with invasive bladder cancer. 
This reagent may also have an application in diagnostic imaging of other 
intra-cavity turnouts such as ovarian carcinoma. 
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Testicular self-examination (TSE) and testicular ultrasound 
(TUS) assisted follow-up for the early detection of secondary 
testicular tumors (STT) 

L. G~czi, I. Bodrogi. National Institute of Oncology, Budapest, Hungary 

Purpose: To improve, by an analysis of the results of 3 years' experience, 
the early detection of STI  assisted by monthly TSE and annual TUS. 

Methods: Between April 1 1995 and Apdi 1 1998 annually 702,782, and 
761 patients (pts) participated in our new follow-up program. We provided 
informative materials to our previously treated and controlled testicular 
cancer patients about the early signs of testicular cancer, the correct 
method of self-investigation and the importance of the early detection of 
STT. If any signs of tumor were palpable TUS was applied within a few 
days. During this period 14 Sl - I  cases were detected; 8 other STT pts were 
managed in our Department in the usual way. The clinical details of the two 
groups were compared. 

Results: In the first group 4 stage I/A and 10 stage I/B tumors were 
detected; in 10 pts adjuvant chemotherapy was used and in 4 pts a wait 
and see approach was adopted. In group 2 the stage distribution was 2 
I/A, 2 I/B, 1 II/A and 3 III/B. Three pts received adjuvant and 3 curative 
chemotherapy, 2 were managed by wait and see policies, and 1 received 
mediastinal irradiation with chemotherapy. Early detection helped to reduce 
the duration of symptoms, the number of chemotherapy cycles, the side 
effects and treatment costs. 

Conclusion: With regular follow-up the prognosis of STI  is good (CR: 
100%), and a biopsy to detect CIS is unnecessary. The pts must be followed 
regularely for up to 5 years, must be prepared to use TSE-techniques and 
must recognize the impose of the early detection of STT. TUS, in combination 
with TSE, enhances the chance of early diagnosis; subsequently these tests 
can provide the basis for a cost-effective treatment with reduced side effects. 
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Radiotherapy (XRT) for testicular intraepithelial neoplasia 
(TIN) 

J. Claseen, K.-P. Dieckmann, M. Bamberg. University of Tuebingen, 
Radiooncology, Hoppe-Seyler-St~ 3, 72076 Tuebingen, Germany 

Introduction: TIN, also known as carcinoma in situ of the testis, has been 
recognized as the common precursor lesion of testicular cancer except for 
spermatocytic seminoma. In case of TIN in a solitary testis or double sided 
TIN local XRT with 20 Gy is the treatment of first choice yielding 100% 
cure rates. However, subsequent to XRT patients are at risk for delayed 
Leydig-cell insufficiency eventually necessitating testosterone substitution. 
Therefore new treatment strategies aim at the reduction of the total dose of 
XRT without compromising local control of TIN. 

Methods: A multicenter prospective trial was initiated for XRT of his- 
tologically proven TIN. Patients were treated with reduced total doses. A 

progressive dose reduction in 2 Gy steps was performed starting with 18 
Gy. All patients had complete hormonal evaluation prior to XRT and again 
during follow-up. At least one control biopsy after XRT was required. Acute 
and possible late effects of treatment were prospectively documented using 
the EORTC-score. 

Results: To date, 13 patients have been enrolled for the trial. 11 patients 
were treated with 18 Gy, 8 of which have so far undergone control biopsy 
showing complete eradication of TIN. 2 patients were treated with 16 
Gy. Acute side effects of treatment are negligible. With a median time to 
follow-up of 6.8 months (range: 0-18.5 mo.) so far no significant decline in 
serum testosterone after XRT has been observed. 

Conclusion: Preliminary data of the study indicate that XRT of TIN with 
18 Gy may be sufficient for local control of this premalignant lesion. Further 
reduction of the XRT dose in the course of the study may provide a less 
toxic yet highly efficient therapy for TIN. 
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Inhibition of telomerase activity by antisense 
oligonucleotides in renal cell carcinoma 

R. Heicappell 1 , J. Sachsinger 1 , H. Krause ~ , M. M011er 1 , K. Miller 1 . 1Freie 
Universit&t, Urology, Berlin, Germany 

With only a few exceptions, the ribonucleoprotein telomerase is found in 
malignant, but not in benign tissues. It has been previously shown by 
us and others that telomerase activity can be found in malignant tumors 
of bladder and kidney. Telomerase is obviously required for indefinite, 
malignant growth. Therefore, inhibition of telomerase activity would be 
a logical approach for therapy of malignant tumors such as renal cell 
carcinoma. Antisense RNA was chosen for telomeraee inhibition in the 
present study. As tools for this type of therapy are not readily available, 
vectors were constructed allowing for expression of antisense telomerase 
RNA in murine RCC cells. 

Murine renal cell carcinoma line RENCA, which is highly tumorigenic 
in mice, displays high telomerase activity, and a mean telomere length 
comparable to human cells (7-10 kb) was used as a model. After electro- 
poration with eukaryotic expression vectors harboring the RNA template in 
antisense direction stable transfectants were isolated and tested for telom- 
erase activty (TRAP assay), shortening of telomere length, and proliferative 
activity. After 35 population doublings 9 out of 13 antieense-transfected 
RENCA clones showed a reduced replicative potential compared to their 
non-treated counterparts. Fluorescence-based TRAP assay and measure- 
ment of the mean terminal restriction fragment length (TRF) gave evidence 
for reduced enzyme activity and resumption of telomere shortening in the 
transfectants. Growth inhibition was, however, of temporary nature only in 
some cell clones. 

Antisense oligonucleotides may effectively inhibit telomerase activity, 
addition of telomeric DNA, and proliferation of murine renal cell carcinoma. 
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Gemcitabine/cisplatin in advanced transitional cell 
carcinoma of the urinary tract (TCC): A phase II multicenter 
trial 

S. Mancarella V. Lcrusso, L. Manzione, M. Antimi, F. De Vita, A. Santoro, 
L. Maiorino, R. Maftioli, G. Luporini, D. Bilancia, M. De Lena. Italian 
Cooperative Study on Bladder cancer Oncology Institute, Via Amendola 
209, 70121 Bari, Italy 

Since January 1997, 54 patients (pts) affected by measurable advanced 
TCC were treated with gemcitabine 1000 mg/m 2 on days 1, 8, 15 and cis- 
platin 70 mg/m 2 on day 2 repeated every 4 weeks. Patients' median age was 
67 (range 18 to 80), none had prior chemotherapy for metastatic disease, 7 
had adjuvant cisplatin-chemotherapy concluded by > 1 year, 52 were male 
and 2 female, 16 had prior cystectomy, 36 had ECOG 0-1 and 18 had 
ECOG 2 PS respectively. All patients entered on study have been evaluated 
for response and toxicity (intent to treat). Complete (CR) plus partial (PR) 
response were observed in 26/54 pts (48%) with 8 pts (15%) attaining CR. 
Twelve pts (22%) showed stable disease (SD) and 8 progressed (15.5%). 
G3-4 leukopenia was observed in 21 (39%) pts, and G4 neutropenia in 
6 (11%). Grade 3-4 thrombocytopenia was recorded in 11 (20%) pts and 
g4 thrombocytopenia in 3 pts. The median number of cycles delivered was 
4; 28 pts (52%) required dosage reduction of gemcitabine or omission to 
deliver it, on day 15 for neutropenia or thrombocytopenia. No other relevant 
side effects were recorded. Median time to progression and survival were 
26 weeks and 36 weeks respectively. Out of 32 pts with disease related 
symptoms (haematuria, pain, weight loss), 16 (50%) improved. 
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Conclusions: the combination of G plus P demonstrated to be very 
active and tolerable in TCC ushering us in the poet-M-VAC era for TCC pts. 
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Combination chemotherapy with cis-platin (CDDP), 
epirubicin (EPI), and docetaxel (DOC) in transitional cell 
urothelial cancer (TCC). A phase II study 

D. Pectasides, A. Visvikis, A. Aspropotamitis, A. Halikia, A. Kalantaddou, 
S. Batzios, N. Karvounis, A. Athanassiou. 1st DepL of Medica/Onco/ogy, 
Metaxa's Memoria/ Cancer Hospital, Piraeus, Greece 

Purpose: This study was conducted to evaluate the efficacy and toxicity of 
the combination of CDDP, EPI and DOC in locally advanced or metastatic 
urothelial TCC. 

Methods: Thirty-two chemotherapy (CT) - naive patients (pts) were 
treated with EPI 40 mg/m 2 I.V., DOC 75 mg/m 2 I.V. with standard oral 
steroids premedication and CDDP 75 mg/m 2 I,V. with pre and post-hydration. 
Treatment was repeated every 3 weeks. Pts were evaluated for toxicity 
weekly and assessed for response every 2 cycles of CT. Twenty-four pts 
had metastatic and 8 pts locally advanced disease. There were 6 female 
and 26 male with a median age of 65 y, The ECOG PS was 0 in 10 pts, 1 
in 6, 2 in 2 and 3 in 4. 

Results: There were 9 (30%) CRs (2, 28.5% in locally advanced and 
7, 30.4% in metastatic disease) and 11 PRs (3, 42.8% and 8, 34.7%, 
respectively) with an ORR of 66.6% (71.4% and 65.2% respectively). The 
median duration of response in pts with metastatic disease was 8.5 mos 
and the overall Survival 14.5 mos (15 mos and 12.5 mos, respectively). 
Sixteen (53.3%) pts required a dose reduction and 5 (16.6%) 2 dose 
reductions. There were 4 episodes of febrile neutropenia and sepsis, which 
were successfully treated with broad spectrum antibiotics. There were no 
treatment delays due to myelotoxicity, G3/4 anemia and thrombocytopenia 
occurred in 12.5% and 9.3% of pts, respectively. G2 nephrotoxicity and 
G2/3 neurotoxicity occurred in 9.3% and 9.3% of pts, respectively. Alopecia 
was universal. G3/4 nausea/vomiting, G2/3 mucositis and G2/3 diarrhea 
developed 15.6%, 15.4% and 21.9% of pts, respectively. G2/3 fluid retention 
and G2/4 allergy occurred in 9.3% and 9.3% of pts, respectively. 

Conclusion: The combination of EPI, DOC and CDDP is an active regi- 
men for urothelial TCC, The safety profile mainly consisted of neutropenia 
leading to dose reduction, but with no serious infectious complications. 
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Occupational prostate cancer risk factors in an area of coal, 
iron, and steel industries in Germany 

T. Bandel ~ , T. Reckwitz 2, S, Dickhut ~ , P. Jedrusik t2, W. Weistenh(~fer ~ , 
HM. Bolt I , H. Schulze 2, K, Golka I , r Institute of Occupationa/Physiology 
at the University of Dortmund, Dortmund: e Uro/ogica/ Department, 
St~dtische Kliniken Dortmund, Dortmund, Germany 

Aim of the study was to identify possible risk occupations for prostate 
cancer in the Ruhr-area, a former center of the German coal, iron, and steel 
industries. 

Methods: In 238 cases with histologically proven prostate cancer and 
of 414 controls with benign prostatic hyperplasia all occupations ever 
performed for more than 6 months and life time smoking habits of were 
asked for with a questionnaire. Confounder-adjusted odds ratios were 
estimated by Fisher's exact test and logistic regression analysis. 

Results: Confounder-adjusted odds ratios for both age (OR 2.56) and 
duration of employment (OR 2.22) were elevated in underground hard 
coal miners. An elevated prostate cancer risk was also observed for 
painters/varnishers (OR 2.84 adjusted for age, OR 2.91 adjusted for du- 
ration of employment). Steelworkers showed no increased risk (OR 0.93 
adjusted for age, OR 0.94 adjusted for duration of employment). Business- 
men showed a remarkably low prostate cancer risk (OR 0.38 adjusted for 
age, OR 0.37 adjusted for duration of employment). No differences in the 
smoking habits described by pack years could be found between cases and 
controls. 

Conclusion: Coal dust components and dietary factors due to high 
energy expenditure must be discussed as possible risk factors for prostate 
cancer in hard coal miners. 
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Salivary biochemical and immunological profile following 
low-dose 11.-2 based immunotherapy 

R.M. Nagler 1 , E. Gez 2, R. Rubinov 2, D. Laufer 1 , H. Ben-Aryeh 1 , 
D. Gaitini 3, M. Filatov 1 , A. Kuten 2 . 1Oral Biochemistry Laboratory; 2Dept. 
of Oncology; 3Dept. of Diagnostic Radiology, Rambam Medical Center and 
Faculty of Medicine, Technion-lsrael Institute of Technology, Haifa, Israel 

Purpose: One of the side effects accompanying low-dose recombinant in- 
terleukin-2 [rlL-2]-based immunotherapy is salivary hypofunction. We eval- 
uated the functional and compositional whole salivary profile at both resting 
and stimulated conditions in 10 renal cell carcinoma patients who received 
prolonged low-dose rlL-2-based immunotherapy. 

Results: At three days following the termination of four weeks of the com- 
bined administration of rlL-2 and rlFN-(x, 21% reduction of salivary flow rate 
[p < 0.05] at resting condition was found, accompanied by significant multi- 
ple compositional alterations, including an increase in calcium, magnesium 
and phosphate concentrations by 65.6% [p < 0.01], 50% [p < 0.05] and 
27% [p < 0.05], respectively, and a 23.5% [p < 0.05] reduction in the total 
protein concentration. In contrast, no flow rate reduction was noted under 
stimulated condition, and the only altered compositional component was the 
phosphate which was increased by 29.3% [p < 0.05]. The concentrations 
of all the other salivary components analyzed, including sodium, potas- 
sium, amylase, albumin, and the immunoglobulins, IgG, IgA and secretory 
IgA, were not effected by the immunotherapy. At one month following the 
termination of the immunotherapy, no functional or compositional salivary 
alterations were noted. 

Conclusion: We recommend salivary-supporting therapies and anticario- 
genic treatments for patients undergoing low-dose rlL-2-based immunother- 
apy. 
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Immunohistochemical evaluation of the apoptotic markers 
Scl2, Par-4 and p53, VEGF receptor FIk-t and correlation 
with clinicopathological parameters in Iocalised prostate 
adenocarcinomas 

A. Giannopoulos 1 , L. Nakopoulou 2, E. Serafetinides 1 , H. Gakiopoulou 2, 
A. Rashdan 1 , A. Zervas 1 , M. Giannopoulou 1 , C. Dimopoulos 1 . IAthens 
Medical School, University of Athene, Urology, Athens; 2Athens Medical 
School, University of Athens, Pathology, Athens, Greece 

Purpose: Oncogenic protein Bcl2 expression is a key event in apoptosis 
while mutant p53 protein plays also an important role as it regulates 
expression of Bcl2. Prostate apoptosis response-4 (PAR-4) is specifically 
expressed by cells entering apoptosis. FIk-1 represents a high affinity 
receptor for vascular endothelial growth factor. In a retrospective study 
we evaluated the expression of the former markers in a cohort of 37 
surgical specimens of Iocalised prostate adenocarcinomas and the possible 
relationship with PSA, grade and stage. 

Methods: Thirty seven formalin-fixed paraffin-embedded archival 
prostate cancer specimens were examined by immunohistochemistry with 
respect to apoptotic markers and FIk. Preoperative serum PSA, grade and 
pathological stage were included in statistical analysis. 

Results: The expression of Par-4 and FIk-1 in malignant and normal 
prostatic tissue was inverse. No relation was found in expression of these 
markers with PSA, grade and stage. An inverse relation between p53 and 
Bcl2 expression with PSA was noted (p = 0.0006 and p = 0.008 respectively). 
Bcl2 expression in malignant tissue correlates with grade (p = 0.044) and 
stage (p = 0.06) of disease. 

Conclusion: Bcl2 expression is considered an independent prognostic 
marker in early prostate cancer while corellation of the other markers needs 
further research. 
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Gemcitabine and paclitaxel in previously treated patients 
with advanced transitional cell carcinoma 

L. Marini 1 , C. Sternberg 1 , A. Sella 2, F. Calabr~ 1 , A, Van Rijn 1 . lean 
Raffaele Scientific Institute, Medical Oncology, Rome, Italy; 2 Rabin 
Medical Center, Medical Oncology, Petah Tikvah, Israel 

Second-line therapy is needed for patients (pts) with transitional cell car- 
cinoma (TCC) who fail first-line M-VAC chemotherapy. Both Gemcitabine 
(G) and Paclitaxel (T) have demonstrated activity in TCC. Based upon the 
results of an Q 2 week G + T schedule (Ann Oncol 1998; 9: 733-738), 18 


