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Conclusions: This study suggests the possibility of an association of 
the GC genotype in G915C and a protection effect against prostate cancer 
(Odds Ratio: 0.20; 95CI 0.07X1.57); however, further studies must be carried 
in order to clarify this association. 
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Erythropoietin therapy: Is there a place in advanced prostate 
cancer-related anemia? 

F. Ribeiro Gomes, A. Marques, 0. Costa. Medical Oncobgy I - Portuguese 
Institute of Oncology Lisboa. Portugal 

Background: Cancer-related anemia contribues to comorbidity of disease 
and may compromise tolerability, efficacy of therapy and impairs quality of 
life. The etiology of this anemia is multifactorial. 

Purpose: To avaluate the impact and the predictive criteria for using 
rhEP0 in patients with Advanced Androgen independent Prostate Cancer 
(AAIPC). 

Populatton and Methods: We studied 14 patients with AAIPC and can- 
cer-related anemia (Hb < 80 g/L and transfused-dependent). The anemia 
was characterized and any com?ctable cause of anemia have been ruled 
out The iron status was evaluated and monitored. Ten patients were treated 
with rhEP0 at a median dose of 100-150 U/kg BW 3 times a week, during 
a median period of 8 weeks. 

Results: Baseline erytropoietic status showed a correlation between 
serum EPO and Hb in 11 patients - adequate observed/predicted log 
EPO ratio. Defective erythroid marrow activity evaluated by bone marrow 
aspirate/biopsy. Three patients demonstrated a median Hb increase of 20 
g/L (responders) and two showed a increase of 12 (partial responders). We 
didn’t find anti-erythropoietin antibody levels, and also no major adverse 
effects. 

Conclusions: Our results show that the presence of defective endoge- 
nous EPO production is a strong indicator of a good response. Anemia in 
these patients is mainly due to defective bone marrow even in the presence 
of’an adequate strum EPO, suggesting others inhibitory cytokines. The 
best response predictors to rhEP0 treatment were EPO levels < 100 U/L 
and a baseline reticulocyte count > 1.5%. 
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Open-label phase II study of ZDO473 in patients wlth 
metastatic hormone refractory prostate cancer 

C. Tvrrell’, S. Bullard’, J. Barbe?, J. Graham3. ‘Plymouth Onc&gy 
Cents, Plymouth, UK; p Velindra Hospital, Cardiff, UK; 3 Bristol Oncology 
Centre, Bristol, UK 

Aims: ZD0473 (cis-amminedichloro[2-methylpyridine]platinum [II]) is a new 
generation platinum drug designed to have an extended spectrum of antitu- 
mour activity and overcome platinum resistance mechanisms. A multicentre, 
open-label, Phase II study was designed to evaluate the response rate, du- 
ration of response, and tolerability of ZD0473 as single-agent therapy for 
patients (pts) with metastatic hormone resistant prostate cancer. 

Methods: Pts received ZD0473 120 mg/m2 as a 1 -h iv infusion on day 
1, every 3 wks. A CT scan was performed on each pt every 6 wks, and 
RECIST response evaluation criieria used for assessment until progression. 
A 2stage recruitment was planned, with IO pts to be initially recruited in 
stage 1 and a further 19 pts in stage 2 (recruitment to stage 2 is dependent 
on - 1 OR being obsen/ed in stage 1). 

Results: To date, 10 pts (median age 66 years [range 58-761; WHO 
performance status 0 or 1) have been recruited onto stage 1 of the trial. All 
pts had ~istologically-confired adenocarcinoma of the prostate. Hormone 
resistant disease had been confirmed in all of the pts by serological, 
radiographical or symptomatic progression. Pts had not received flutamide 
or bicalutamide within the previous 4 or 6 wks, respectively. 

-‘have received a total of 31 cycles of ZD0473 (median number per 
patient 3 [range I-51): only 1 pt received a dose reduction (no pts were 
dose escalated). 9 pts were evaluable for tolerability. The main dose-limiting 
adverse events1 rated as G3/4 were thrombocytopenia (G3 [lo episodes]), 
anaemia (G3 [3]) and neutropenia (G3 [2]). Nausea and vomiting were well 
controlled with 5-HT3 antagonists and steroids. There was no evidence 
of ototoxicity, neurotoxicity or renal toxicity. There was 1 episode df febrile 
neutropenia and no treatment-related deaths. Of 8 pts evaluated for efficacy, 
2 had a PR on radiological criteria and had a prostate-specific antigen (PSA) 
PR (reduction in PSA >50%). 2 additional pts had a minor reduction of PSA, 
with SD on radiographic assessment. 3 of the 8 pts were withdrawn due to 
progression. 

ConCluSiOn: The manageable tolerability profile of ZD0473 and an OR 
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in 2/8 pts with hormone resistant metastatic prostate cancer justifies the 
continuation of this Phase II study. 

Renal and bladder cancer 
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Prognostic value of circulating extracellular DNA in bladder 
cancer patients 

A.‘, M. Taron’, J.L. Ramirez’, M. Margeli’, J. Area12, A. Bamadas’, 
C. BalaRa’, J.M. Salad@, A. Abad’, R. Resell’. ‘Hospital Univetsitari 
Germans Tdas i Pujol, Medical Oncology Service, Bad&ona, Spain: 
p Hospital Universitari Germans Trias i Pujol, Urology Service, Badalona, 
Spain 

Introduction: Circulating extracellular DNA has been detected in the serum 
of various types of tumors, including early stage, suggesting that serum 
DNA could be a marker of circulating micrometastases. The objective of 
our study was to isolate DNA from the serum of bladder cancer patients 
obtained at different times during follow-up and to correlate its presence 
with the stage of disease and the risk of death. 

Patients and methods: A 10 ml blood sample was collected from 68 
patients (pts) with bladder tumors. DNA analysis was carried out in 25 pts 
with metastatic or relapsed tumors, 17 pts with locally advanced tumors and 
26 pts with no evidence of disease after cystectomy. DNA was extracted 
from plasma and blood lymphocytes using QI Amp blood kit (Qiagen). Cut-off 
DNA level, based on the analysis of healthy controls, was established at 
less than 4.5 us/ml. 

Results: Forty one (60%) pts had a DNA value over 4.5 @ml. Seventeen 
(68%) pts with metastatic tumors, IO (58%) pts with locally advanced 
tumors and 14 (53%) pts disease-free after cystectomy had a high DNA 
concentration (> 4.5 @ml). The mean DNA concentrations i the three 
groups of patients were 7.0 @ml (range 2 to 17), 5.8 @ml (range 2 to 
18) and 5.1 ug/mt (range 1 to ll), respectively. DNA concentration after 
cystectomy correlated with prognosis; 7 of 17 (4l%),pts with high DNA level 
died, whereas only 1 of 15 (6%) pts with a DNA concentration below 4.5 
@ml died due to tumor progression (Fisher exact test, p=O.O4). 

Conclusions: Concentration of circulating extracellular DNA correlates 
with state of disease. Furthermore, a high level of DNA after cystectomy 
confers a poor prognosis and could help in selecting patients with high risk 
of relapse who could be candidates for adjuvant chemotherapy. 
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Acute and late morbidity in patients with bladder carcinoma 
treated with ARCON (Accelerated Radiotherapy, Carbogen 
and Nlcotinamide) 

P.J. Hoskin, A.M. Rojas, H. Phillips, MI. Saunders. Mount Vernon 
Hospital, Marie Curie Research Wing, Northwood, U.K 

Background: A phase II trial of ARCON was undertaken in patients with 
muscle-invasive bladder carcinoma to evaluate carbogen and niwtinamide 
as modifiers of chronic and acute hypoxia respectively in this setting. 

Method: All received accelerated, radical radiotherapy with 55Gy in 20 
daily fractions over 4 weeks. Between January 1994 and July 2000, a total 
of 107 patients with minimum follow-up of 6 months have been included: 
IO received niwtinamide alone during radiotherapy, 53 carbogen alone 
and 44 received carbogen and nicotinamide. Weekly morbidity scores were 
collected for the first 10 weeks followed by 6 monthly assessments. 

Results: Acute reactions peaked at week 6 for urinary endpoints (fre- 
quency, nocturia, dysuria, urgency, haematuria, incontinence). The increase 
in frequency was severe in 35f11% (& 1SD) of patients; nocturnal fre- 
quency = 7 was present in 17%; 10*7% reported inwntinence, of whom 
half required a urethral catheter. intermittent clinical hiematuria was ob- 
served in 5%. Bowel morbidity peaked at 3f4 weeks when one fifth of 
patients recorded liquid stools and a fgcal frequency of =lO. Severe bleed- 
ing was seen in 3%; a similar proportion experienced severe suprapubic 
pain. All acute reactions returned to baseline levels by week 10. Between 
12+24 months moderate/severe late urinary frequency developed in 15% 
and nocturia = 4 times was seen in 5%. No other bladder or bowel severe 
morbidity in the absence of tumour recurrence was observed dun’ng this 
interval. There was SKI significant difference in severity or duration of early 
or late reactions, between carbogen alone and carbogen with niwtinamide. 
The 12 month cystoswpic local tumour wntrol rate was 81% and overall 
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survival was 76%. A Phase 111 multiintre randomized trial is currently 
ongoing in the UK funded by the Cancer Resaerch Campaign. 
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Serum IGF-I, leptin and body mass index in relation to 
survival in pMients with renal cell carcinoma 

T. Rasmuson’, K. Grankvi#, J. Jacobsen3, T. Olssan4. B. Ljungberg3. 
’ Dept of dadiation Sciences, Oncol~; 2 Dept. of Medical Biosciences, 
Clinical Chemistry; 3 Dept. of Sugical and Perioperative Sciences, Urology 
and Andrology; 4 Dept. of Public Health and Clinical Medicine, lJme4 
Universif)! Sweden 

Purpose: Obesity is associated with an increased risk of certain cancers, 
including renal cell carcinoma. Possible mediators of this increased risk 
are insulin-like growth factor-l (IGF-I) and leptin. Whether the-se hormones 
affect prognosis has not been studied. 

Methods: We analysed serum leptin at the time of diagnosis in 205 
consecutive patients with renal cell carcinoma. Serum IGF-I and body mass 
index (BMI) was assessed in 197 of these patients. Serum IGF-I decreased 
with age, but did not correlate to gender, BMI, tumour stage or grade. 

Results: Leptin was significantly higher in female compared with male 
patients, and correlated to BMI. Serum leptin was unrelated to tumour stage, 
but inversely related to nuclear grade, parallelled with a decrease in BMI. 
Survival analysed in relation to serum IGF-I showed that patients with levels 
above median had a more favourable prognosis, compared to those wfth 
lower levels (p = 0.06). For serum leptin patients with levels in the lowest 
quartile tended to have a shorter survival time compared to those with 
higher levels. A multivariate analysis showed that tumaur stage, nuclear 
grade and serum IGF-I were independent prognostic factors for survival. 

Conclusions: High serum levels of IGF-I were associated with a mare 
favourable prognosis in patients with renal cell carcinoma. However, serum 
leptin levels and BMI dii not affect prognosis. 
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Lymphatic mappin$ and detection of sentinel node in 
patients with urinary bladder cancer 

A Sherif’ M. de La Torre2, P.-U. MaImstrom’, M. Thom3. ‘Uppsala LP 
Akademiska Sjukhus, Urolom Uppsala, Sweden; 2 Uppsata Akademiska 
Sjuki~us, Pathology Uppsala. Sweden: 3 Uppsala Akademiska Sjukhus, 
Sugerg llppsala, Sweden 

Objective: To determine whether it was possible to detect sentinel nodes 
in patients with bladder cancer, and to investigate if the histopathological 
status of identified sentinel nodes reflected the status of the routinely excised 
lymphatic field 

Materials and methods: 13 patients with bladder cancer who met cri- 
teria qualifying for radii cystactomy, were examined preoperatiiely with 
injection of radioactive tracer peritumorally, then followed by lymphoscintig- 
raphy and during operation (surgety) with dye marker and Geiger-meter to 
visualise lymphatic drainage and detect sentinel nodes. Identified sentinel 
nodes were compared histopathdogically wfth other routinely excised lymph 
nodes 

Results: Sentinel nodes were detected in 85% of the cases. In four 
patients histopathology confinned lymph node metastasis, in each case 
metastasis was confined to the detected sdntinel node. In one case only 
was the lymph ,nodametastasis an obturator node 

Conciusions: Sentinel nodes can be detected in patients with urinary 
Madder cancer using these m&hods, regional lymph node metastases, if 
present, were located in oorrqponding sentinel nodes and the principtes 
of lymph node dissection solely in fossa obturatoria need to be further 
scrutinized 

Testicular cancer 
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Environmental or hereditary risk of cancer tn testicular 
tumor patients? 

S. GUM&‘, M. Babosa*, M. Baki’, 1. Bodrogi’. ‘Nab;onal /t&ifufe d 
Oncology; * Semmelweis Universi& Budap&t, Hungary 

Purpose: The common environment of the relatives, i.e. of brothers and 
offsprfng, and the doubled worldwide incidence of testicular,cancer over the 
past 25 years suggest the strong involvement of the environmental factors 
in the formation of testicular cancer. Familiil cancer-aggregatiis and the 
occurrence of bilateral tumors in the patients seem’tobe arg$n&nts in favor 
of the major influence of genetic factors. The aim of this study was to sort 
out the role of hereditary components in testicular tumor patients (TTPs) by 
determining cancer occurrences in their families, versus occupation- and 
fertility-rate matched normal controls. 

Methods: Familial agg;egation of testicular- and other cancers were 
investigated in fii degree relatives of 293 lTPs ant! 600 age matcQed 
controls, under the same socioeconomic and envfrdnrnental circumstances. 

Results: The incidence of cancers was signifrcaritly ftfghar in TTPfamilies 
than in the controls (10% vs. 7.9%), but this result could be accounted for 
almost entirely by the finding of more cancers in brothers ($1.2% vs. 3%) 
and offspring (3% vs. 0% in controls, an&r 15.3!100 000 prevalence 
of childhood tumors in Hungary). There was no association with other 
cancers except testicular malignancy in 5 broth++brother pairs and .dne 
father-son case. Two percent of patients reported timilial, and 1.7% tiad 
bilateral testicular cancers. Signiffcant shift was ‘found in the sex-ratio of 
the descendants: Testicular cancer patients fathered moTe ,gi& then boys 
(56%:42% vs. 47%:63% in controls). Six cancers Occurted in 200 offspring 
of 153 TTP families (bilateral Wilms’ tumor, neurtilastoma, brain tumor, 
acute lymphoid leukemia, testiiular tumor and hiiocytosis-X), while no 
cancer was found in 423 offspring of 600 normzil controls. As a foml of 
genetic instabilii increased yield of spontaneotis chrotnosom a’t aberration 
was detected in both Index patients and their offspring (2% and 0.90% Vs. 
0.87% and 0.62% in controls). 

Conclusion: The familial aggregation of testicular malignancy in brothers, 
the altered sex ratio in the offspring, the dramatically hdreased?ncid+mce of 
childhood tumors, and the elevated frequency of chrbmosomat &nations 
in index patients and their offspring under the same so&economic c&ii- 
tions indite more significant role of hereditary far$ors in the predispositii 
to testicular- malignancy than that of environmental faders. 
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A phase’ll study of aiternating dose4qase chemotherapy in 
patients with poor-progntxis disseihinat&d 
non-seminomatous germ cell tumors (NSGCT): Final results 

Karim Fizazi, Kim-Anh Do, Xuemei Wang, Debrah M. Prow, Larry Finn, 
Christopher J. Logothetis, Robert J. Amato. Department of@n/fourinary 
Medical Oncology, The University of Texas M. D. Anderson Cancer Center, 
Houston, Texas, USA 

Purpose: To assess the efficacy and toxicity of a dose-dense chemotherapy 
regimen in patients with poor-prognosis NSGCT. 

Patients and Methods: Poor-prognosis NSQCT was defiw as fol- 
lows: at least two sites of non pulmonary metastases, an extrag- 
onadal primary tumor, HCG z 10,000 mlU/mL, or AFP 1 2,OUO 
mlU/mL. cycles of the BOP-CISCA-POMB-ACE regimen (bmcin, vin- 
cristine, cisplatin/cisplatin, cydophosphamfde, dpxorubicin/cispf&in, vfn- 
&tine, methotrexate, my&Vetoposide, ctactinomycin, cyclophos- 
ohamide) + G-CSF were recvded even/ 7 to 14 days. 
’ Resuris: 56 patients were enrollad~ 38 (66%)~poor-prognosis and 19 
(33%) intermediate-prognosis according to ffie IGCCCG. Mediah number of 
&m&: 2.5 (range b.2~M). 42 patient; (72.4%) had a compleie response. 
With a median fallow-up of 31 months (range 0.3 to 71 inonths), the &year 
overall survival (OS1 rate was 73% (95% Cl: 62%-86%). The Svear OS 
rates were 63% i96% Cl: 67%-1000/6) in the intermedi&pr0gn&s group 
and 67% (95% Cl: 530/o-84%) in the poor-pfognasis-grdtlp. ‘Tbxicity: G4 
neutropenia (79%), G4 thmmbocytop&ia (sso/), G&~emia (22%), G4 
stomatitis (190/o), and 4 early deaths (7%). 

Conclusion: The dose-dense BOP-CISCA-POMB-ACE regimen is highly 
active in patients with NSGCT with intermediate- ~poor-prognosis accord- 
inq tothe IGCCCG. Because outcomes with this r@alen,m@are favorably 
wiih outcome after standard therapy, dose-dense chemotherapy should be 
further investigated in this subset of patients. 


