Table of Contents

Welcome by the Scientific Organising Committee 4
Patrons and Contributors 6
General Information and CME Accreditation 7
Scientific Programme

Programme Friday, 2 November 11
Programme Saturday, 3 November 13
Programme Sunday, 4 November 17
Abstracts

Oral Presentations 19
Moderated Poster Presentations 25
Unmoderated Poster Presentations 38
About the Organisers

About EAU 189
About ESMO 191
About ESTRO 193
List of Abstract Authors 197
List of Abstract sorted per topic 207




Abrahamsson

Welcome by the Scientific Organising Committee

Itis a great pleasure to welcome you to Barcelona
for the 1t European Multidisciplinary Meeting on
Urological Cancers.

For the first time, major European organisations
involved in urological malignant disorders — EAU,
ESMO, ESTRO and the EORTC - have identified the
need to cooperate and build new bridges between
Science, Education, and Communication in order
to facilitate:

e increasing knowledge of ongoing research and
clinical activities in the framework of urological
cancers

e programmes on research development,
network formation between laboratories and
clinical trials

* new technical approaches to improve
treatment of urological disorders; for instance
implementation of new minimally invasive
surgical techniques, medical treatment and
radiation of urological cancers

e new strategies and policies towards clinical
research for the next decade

« multidisciplinary approaches to coordinate
research and patient care in the various fields
of urological malignant disorders

A comprehensive scientific programme will be
presented including:

e Master lectures

e Several dedicated debates on hot topics
e Round table discussions

e Abstracts, poster and podium sessions

e Clinical case presentations

The future of Urological Cancers, on an
international level, is associated with advances
in research from the bench side to the clinic.
Advances in molecular biology have brought
translational research to the forefront of interest
for clinicians, basic scientists and patients.

By bringing together world experts in the field of
Urological Oncology, this European International
meeting aims to optimise our knowledge and
improve our approach to a broad spectrum of
topics including: biology, prevention, diagnosis,
therapy and quality of life.

We have prepared an extraordinary scientific
programme with an eminent faculty of leading
world experts to shed new light on the most
current and important topics in prostate and kidney
cancers.

Moreover, we firmly believe that the optimal
scenario for urological cancer patients can only be
achieved by encouraging improved collaboration
among urologists, radiation oncologists

and medical oncologists. The 15t European
Multidisciplinary Meeting on Urological Cancers
will provide interaction among these prominent
independent European Organisations and is a first
step towards:

Embracing Excellence
in Prostate and Kidney
Cancer



EAU

ESMO

ESTRO

EORTC

Per-Anders Abrahamsson, Malmé (SE)
Manfred Wirth, Dresden (DE)

Cora Sternberg, Rome (IT)
Dirk Schrijvers, Antwerp (BE)

Thomas Wiegel, Ulm (DE)
Richard Pétter, Vienna (AT)

Theo De Reijke, Amsterdam (NL)
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The organisers respectfully acknowledge the sponsors for providing educational grants and services to the
1st European Multidisciplinary Meeting on Urological cancers “Embracing Excellence in Prostate and Kidney
Cancer”.

Platinum sponsors
ASTELLAS

BAYER SCHERING PHARMA
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General Information

Abstracts
The abstracts are included in this programme book and available on-line on
www.emucbarcelona2007.org

Business Centre

A business centre is located in the Juan Carlos hotel. This service will be available to all congress
delegates throughout the congress. This business centre provides personal computers with internet
connection, ports with high speed internet for laptops, photocopy, laminating and binding service as well
as office material selling and secretary service. The congress venue disposes of Wi-Fi Internet access.

Cellular phones
Cellular phones must be switched off during all sessions.

Certificates of Attendance

Certificates of Attendance for the 15t European Multidisciplinary Meeting on Urological Cancers can
be collected at the registration desk at the last day of the meeting upon presentation of a completed
evaluation form.

Cloakroom/luggage
The cloakroom is located near the main entrance and is at participants’ disposal during meeting hours.
Be sure to collect all personal effects at the end of the day.

Congress venue: Catalonia Palace of Congresses
The Catalonia Palace of Congresses is easy accessible by public transport.
Metro: Green line (L3) to “Zona Universitaria” (2 minutes walking distance).

Address:

Catalonia Palace of Congresses

Av. Diagonal, 661-671

08028 Barcelona, Spain

T +34 (0)93 3644 400

F +34 (0)93 3644 401

W www.pcongresos.com or www.hrjuancarlos.com

Disclose links to industry

The Scientific Organising Committee requested all faculty to disclose to the audience any links with the
industry related to the topic of their lecture at the beginning of the session. A link can be: being a member
of the advisory board or having a consulting agreement with a specific company.

Insurance
The organisers do not accept responsibility for any personal damage. Participants are strongly
recommended to arrange their own personal insurance.

Language
All presentations during the meeting will be conducted in English. There will be no translation.

Meeting bags
Each delegate will receive a meeting bag which includes a programme/abstract book.
The meetings bags are sponsored by ASTELLAS



Press Centre

Journalists may obtain free registration to the meeting. All media operators must show their credentials
(press card dated 2007 and original assignment letter). All press are invited to the Press Centre located on
the first floor of the congress venue.

Scientific Posters
More than 160 abstracts have been accepted for presentation in moderated and unmoderated sessions.
The scientific posters are on display from 2 to 4 November in the poster area in the main hall. It has been
requested that one of the authors is present to answer questions during the poster viewing hours:
Friday, 2 November 09.30-10.00

12.00-13.30

15.45-16.15

Saturday, 3 November  09.30-10.00
12.30-13.30
15.00-15.30

Sunday, 4 November 10.30-11.00

Smoking policy
Smoking is prohibited inside the congress centre.

Speaker Service Centre

Only digital presentations will be accepted during the meeting and all presentations should be handed in
at the Speaker Service Centre (SSC) at least two hours prior to the start of the session. Please follow the
signage from the main entrance to the Speaker Service Centre.

Opening hours:
Thursday, 1 November  15.00-20.00 hrs.

Friday, 2 November 06.00-18.00 hrs.
Saturday, 3 November  06.00-17.30 hrs.
Sunday, 4 November 06.00-13.30 hrs.

Transportation

Delegates receive a voucher in their registration documents to pick up a transportation ticket. This will give
10 journeys on the metro, FGC (FGC run train lines similar to the metro around the city centre) buses, tram
and RENFE trains (all Zone 1 areas). The main city centre areas are all in Zone 1. The nearest metro stop
“Zona Universitaria” on the Green line (L3) is within 2 minutes’ walking distance of the congress venue.
Note: to use the transportation ticket you have to put the card in the machine and then pull it out completely
from the ticket validation machine — this will release the turnstile to allow you through.

Webcast

Various sessions during the 1%t European Multidisciplinary Meeting on Urological Cancers in Barcelona will
be webcasted via www.emucbarcelona2007.org to a worldwide audience.

These webcasts are brought to you by PROUS SCIENCE and supported by an educational grant from
ASTELLAS.



Continuing Medical Education Accreditation

The 1t European Multidisciplinary Meeting on Urological Cancers “Embracing Excellence in Prostate and
Kidney Cancer” is accredited by the following programmes:

ESMO and ESTRO

The meeting has been appraised and approved by the Accreditation Council for Oncology in Europe (ACOE)
and designated a maximum of 15 European CME Credits (ECMEC’S).

ACOE accreditation has been endorsed by the European Accreditation Council for Continuing Medical
Education (EACCME), an institution of the European Union of Medical Specialists (UEMS). These credits are
recognised within the different European States which have agreed to participate in this European system,
and also by the American Medical Association (AMA) as Physician’s Recognition Award (AMA PRA) Category
1 credits.

The event has also been accredited with 15 ESMO-MORA category 1 credits.

EAU

The 1t European Multidisciplinary Meeting on Urological Cancers is accredited within the EU-ACME
programme by the European Board of Urology with 16.5 credit points.

The accreditation is in compliance with the EBU/UEMS regulations - 1 credit per hour, with a maximum of
6 credits per day and a maximum of 18 credits for the whole event.

The European Urology - Accredited Continuing Medical Education (EU-ACME) Programme is the initiative
resulting from a close collaboration between the European Board of Urology (EBU) and the European
Association of Urology (EAU).

The national urological societies from the following countries have already joined the programme: Austria,
Estonia, Finland, Greece, Italy, Poland, Romania, Slovenia, Spain, Sweden, The Netherlands, Turkey as
well as international urological societies as the European Association of Urology, the European Society of
Paediatric Urology and the International Continence Society

For more information, please contact the EU-ACME office (eu-acme@uroweb.org) or visit the website:
www.eu-acme.org

Each participant should claim only those hours of credits that have actually been spent in the
CME accredited activity.

Certificates of Attendance can be collected at the registration desk at the last day of the
meeting upon presentation of a completed evaluation form.
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Programme, Friday, 2 November

All sessions will take place in the Auditorium

08.00 - 08.15 Welcome and introduction
P-A. Abrahamsson, Malmé (SE)

08.15 - 09.30 Renal cell carcinoma: Surgery
Chairs: P. Mulders, Nijmegen (NL)
H. Van Poppel, Leuven (BE)

08.15-08.40 Surgical management of T1 lesions
J. Fitzpatrick, Dublin (IE)

08.40 - 09.05 Laparoscopic partial and radical nephrectomy WEBCAST
I.Gill, Cleveland (US)

09.05 - 09.30 Open surgery and vena caval involvement
D. Jacgmin, Strasbourg (FR)

09.30 - 10.00 Coffee break and poster viewing
10.00 - 11.30 Management of renal cell carcinoma

Chairs: R. Bukowski, Cleveland (US)
P. Mulders, Nijmegen (NL)

10.00 - 10.15 Immunotherapy in RCC WEBCAST
P. Mulders, Nijmegen (NL)
in honour of P. De Mulder T 7 April 2007

10.15 - 10.35 Targeted therapy in RCC
C. Sternberg, Rome (IT)

10.35 - 10.55 Combination therapies WEBCAST
J. Bellmunt Molins, Barcelona (ES)

10.55 - 11.15 Adjuvant therapy WEBCAST
T. Eisen, Cambridge (GB)

11.15-11.30 Radiation treatment in the management of RCC
J. Dunst, Liibeck (DE)

11.30 - 12.00 State-of-the-art lecture
Renal cell carcinoma: What does the future hold? WEBCAST

R. Bukowski, Cleveland (US)

12.00 - 13.30 Lunch and poster viewing

11



13.30-14.10

14.10 - 15.45

14.10 - 14.30

14.30 - 14.50

14.50 - 15.10

15.10 - 15.30

15.30-15.45

15.45 - 16.15

16.15 - 17.30

12

Debate on prostate cancer prevention: WEBCAST
This house believes that all men over 50 should take
5a-reductase inhibitors to prevent prostate cancer
Chairs: L. Boccon-Gibod, Paris (FR)
T. De Reijke, Amsterdam (NL)

Pro: L. Klotz, Toronto (CA)
Con: N. Clarke, Salford, Manchester (GB)

Biomarkers and molecular pathology of prostate cancer
Chairs: C. Cordon-Cardo, New York (US)
0. Kallioniemi, Turku (Fl)

Molecular diagnostics
J. Schalken, Nijmegen (NL)

Molecular mechanisms, targets and lead compounds for
prostate cancer identified using high-throughput approaches
0. Kallioniemi, Turku (Fl)

Clinical and biologic implications of TMPRSS2-ETS fusion WEBCAST
prostate cancer
M. Rubin, New York (US)

New developments in molecular pathology WEBCAST
(emphasis on image analysis)
C. Cordon-Cardo, New York (US)

Discussion
Coffee break and poster viewing
Debate: Active surveillance is equivalent to surgery or WEBCAST;
radiotherapy in low risk disease
Chairs: M. Marberger, Vienna (AT)
H. Sandler, Ann Arbor (US)

Pro: F. Hamdy, Sheffield (GB)
L. Klotz, Toronto (CA)

Con: M. Graefen, Hamburg (DE)
A. Zietman, Boston (US)



Programme, Saturday, 3 November

All sessions will take place in the Auditorium

08.00 - 09.30

08.00 - 08.15

08.15- 08.30

08.30-08.45

08.45 - 09.00

09.00- 09.15

09.15-09.30

09.30 - 10.00

z
g

Video session
Chairs: T. Pickles, Vancouver (CA)
M. Wirth, Dresden (DE)

Open radical prostatectomy
H. Huland, Hamburg (DE)

Laparoscopic surgery
C-C. Abbou, Creteil (FR)

Robotic surgery
R. Gaston, Bordeaux (FR)

g & [§ |

Brachytherapy: HDR + LDR
P. Hoskin, Northwood (GB)

Please collect a voting pad for the following session

10.00 - 11.15

10.00 - 10.15

10.15 - 10.30

10.30 - 10.45

10.45-11.15

11.15-12.30

11.15-11.35

IGRT + proton radiotherapy WEBCAST
V. Khoo, London (GB)
Discussion
Coffee break and poster viewing
Localised prostate cancer: Best quality of life? WEBCAST
Chairs: L. Boccon-Gibod, Paris (FR)
R. Potter, Vienna (AT)

Surgery WEBCAST
H. Van Poppel, Leuven (BE)
Radiation therapy
A. Zietman, Boston (US)
Active surveillance WESCGEST
L. Klotz, Toronto (CA)

WEBCAST

Case presentations (with voting system)
C. Schulman, Brussels (BE)

Innovations and future treatment options in localised prostate cancer
Chairs: A. Alcaraz, Barcelona (ES)
J. Battermann, Utrecht (NL)

|maging WEBCAST
J. Barentsz, Nijmegen (NL)

=
w



11.35-11.55

11.55-12.15

12.15-12.30

12.30-13.30

13.30 - 15.00

14

Innovations in surgery WEBCAST
M. Marberger, Vienna (AT)

Innovations in radiotherapy
J. Lebesque, Amsterdam (NL)

Systemic adjuvant treatment WEBCAST
M. Eisenberger, Baltimore (US)

Lunch and poster viewing

Poster presentations
Chairs and discussants:

P1

P2

B3

P4

PB

G. De Meerleer, Ghent (BE)
F. Hamdy, Sheffield (GB)

J. Schalken, Nijmegen (NL)
T. Wiegel, Ulm (DE)

Implication of TMPRSS2 and ETS related genes in the clinical
outcome of prostate cancer

Fernandez-Serra A., Rubio Briones J., Garcia-Casado Z., Calatrava A.,
Bonillo M.A., Iborra I., Almenar S., Lopez-Guerrero J.A. (Valencia, Spain)

PCA3 molecular urine assay can predict tumor volume in men
diagnosed with prostate cancer; implication in selecting active
surveillance patients

Nakanishi H., Groskopf J., Fritsche H., Bhadkamkar V., Blase A., Kumar
S.V., Davis J., Troncoso P., Rittenhouse H., Babaian R. (Houston, San
Diego, United States of America)

E-prostate, an integrated e-health system for the
multidisciplinary management of prostate cancer patients
Rancati T., Vera Righi L., Magnani T., Salvioni R., Biasoni D., Nicolai N.,
Stagni S., Torelli T., Villa S., Bedini N., Valvo F,, Sangalli C., Bajetta E.,
Catena L., Procopio G., Gianni L., Capri G., Cresta S., Tosi D.,
Spreafico C., Ripamonti C., Fagnoni E., Campa T., Zaffaroni N.,
Carbone A., Pellegrinelli A., Colecchia M., Marrari A., Rivoltini L.,
Donegani S., Spatuzzi A., Forti S., Eccher C., Purin B., Berloffa F.,
Valdagni R. (Milan, Trento, ltaly)

The prognostic impact of whole pelvic radiotherapy in localised
prostate cancer

Mattiucci G.C., Mantini G., Errico A., Di Rito A., Tagliaferri L., Luzi S.,
Digesu C., Frascino V., Morganti A.G., Cellini N. (Campobasso, Rome,
Italy)

PTOV-1 over-expression predicts cancer in patients with isolated
high grade prostatic intraepithelial neoplasia in needle biopsy
Morote J., Fernandez S., Alafia L., Iglesias C., Planas J., Reventés J.,
Ramoén Y Cajal S., Paciucci R., De Torres I.M. (Barcelona, Spain)



15.00 - 15.30

P6

P7

P8

P9

P10

RP1Y

BI2

Prognostic risk factors to predict final pathohistology in patients
undergoing radical salvage prostatectomy for locally recurrent
prostate cancer after radiation therapy

Thier D., Ohlmann C., Sahi D., Pfister D., Heidenreich A. (Cologne,
Germany)

Results of the German-Austrian multicenter trial on 3 D-
conformal radiotherapy for localised prostate cancer

Goldner G., Becker G., Zimmermann F., Wachter S., Geinitz H., Wachter-
Gerstner N., Feldmann H.J., Bamberg M., Molls M., Potter R. (Vienna,
Austria; Goppingen, Munich, Fulda, Tubingen, Germany)

Guidelines for target volume definition in post-operative
radiotherapy for prostate cancer, on behalf of the EORTC
Radiation Oncology Group

Bossi A., Poortmans P., Vandeputte K., Bosset M., Miralbell R., Maingon
P., Boehmer D., Budiharto T., Symon Z., Van Den Bergh A.C.M., Scrase
C., Van Poppel H., Bolla M. (Villejuif, Besangon, Dijon, Grenoble, France;
Tilburg, Groningen, The Netherlands; Namur, Leuven, Belgium; Geneva,
Switzerland; Berlin, Germany; Tel Aviv, Israel; Ipswich, United Kingdom)

A multicentric prospective study of a four-week
hypofractionated external beam radiotherapy regimen for
prostate cancer

Arcangeli S., Landoni V., Soete G., De Meerleer G., Fonteyne V., Storme
G., De Neve W., Arcangeli G. (Rome, Italy; Brussel, Ghent, Belgium)

The effect of ZD4054 on bone metastases in patients with M1
hormone-resistant prostate cancer as assessed by radionuclide
bone scans

James N., Dawson N., Borre M., Zonnenberg B., Beuzeboc P.,

Tammela T., Andersen J., Culine S., Payne H., Morris T., Phung D.
(Birmingham, London, Macclesfield, United Kingdom; Washington DC,
United States of America; Herlev Ringvej, Skejby Sygehus, Denmark;
Utrecht, The Netherlands; Tampere, Finland; Montpellier, Paris, France)

Preliminary results of local control, freedom from biochemical
failure (FFBF), disease free survival and overall survival

in a randomised study of conventional fractionation vs.
hypofractionation in patients with high risk prostate cancer
Arcangeli G., Gomellini S., Petrongari M.G., Saracino B., Arcangeli S.,
Sentinelli S., Strigari L., Landoni V., Marzi S., Sperduti I. (Rome, Italy)

To establish predictive parameters for severe acute and late
toxicity in dose escalated intensity modulated radiotherapy for
local prostate cancer

Van Vulpen M., Lips .M., Van Gils C.H., Boeken Kruger A.E., Van Der
Heide U.A. (Utrecht, The Netherlands)

Coffee break and poster viewing

15



Please collect a voting pad for the following session

15.30-17.00

15.30 - 15.50

15.50 - 16.10

16.10 - 16.30

16.30 - 17.00

16

Locally advanced prostate cancer
Chairs: F. Debruyne, Nijmegen (NL)
T. Wiegel, Ulm (DE)

Is radical prostatectomy standard?
M. Wirth, Dresden (DE)

Is radiotherapy standard?
P. Kupelian, Orlando (US)

Is there an optimal combination?

Case presentations (with voting system)
T. Wiegel, Ulm (DE)

1. Adjuvant RT

2. Increasing PSA

Discussion
F. Debruyne, Nijmegen (NL)
P. Kupelian, Orlando (US)



Programme, Sunday, 4 November

All sessions will take place in the Auditorium

08.00 - 09.00 The best abstracts for oral presentations
Chairs and discussants:

01

02

03

04

05

A. Alcaraz, Barcelona (ES)

M. Baumann, Dresden (DE)

J. Bellmunt Molins, Barcelona (ES)
N. Maitland, York (GB)

M. Wirth, Dresden (DE)

Final report of a randomised trial of 3 vs. 8 months neoadjuvant
hormone therapy prior to standard dose radiotherapy for
clinically localised prostate cancer

Crook J., Ludgate C., Malone S., Lim J., Eapen L., Bowen J.,

Lockwood G. (Toronto, Victoria, Ottawa, Sudburry, Canada)

The potent, specific endothelin A receptor antagonist ZD4054
improves overall survival in patients with pain-free or mildly
symptomatic M1 hormone-resistant prostate cancer (HRPC)
James N., Dawson N., Borre M., Zonnenberg B., Beuzeboc P., Tammela
T., Andersen J., Culine S., Payne H., Morris T., Phung D. (Birmingham,
London, Macclesfield, United Kingdom; Washington DC, United States of
America; Herlev Ringvej, Skejby Sygehus, Denmark; Utrecht,

The Netherlands; Montpellier, Paris, France; Tampere, Finland)

A multicenter, randomised, phase 3 trial of a novel, autologous,
therapeutic vaccine (vitespen) vs. observation as adjuvant
therapy in patients at high risk of recurrence after nephrectomy
for renal cell carcinoma

Escudier B., Wood C., Mikhailov S., Gorelov A., Billiet ., Mulders P.,
Teofilovici F., Srivastava P., Bukowski R. (Cleveland Ohio, Farmington,
Houston, New York, United States of America; Villejuif, France; St.
Petersburg, Russia; Kortrijk, Belgium; Nijmegen, The Netherlands)

Safety and efficacy of sunitinib in metastatic Renal Cell
Carcinoma (mRCC): Preliminary assessment of an expanded
access trial with subpopulation analysis

Gore M.E., Porta C., Oudard S., Bjarnason G., Castellano D., Szczylik C.,
Mainwaring P.N., Schoffski P., Rini B.I., Bukowski R.M. (London, United
Kingdom; Pavia, Italy; Paris, France; Toronto, Canada; Madrid, Spain;
Warsaw, Poland; South Brisbane, Australia; Leuven, Belgium; Cleveland,
United States of America)

Phase Il trial of sorafenib in advanced RCC: Survival and
biomarker results
Bukowski R., Heng D., Eisen T., Szczylik C., Stadler W.M., Simantov R.,
Shan M., Elting J., Pena C., Bernard B. (Cleveland, Chicago, West Haven,
United States of America; London, United Kingdom; Warsaw, Poland;
Villejuif, France)
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09.00 - 10.30

09.00-09.20

09.20-09.40

09.40 - 10.00

10.00 - 10.20

10.20 - 10.30

10.30 - 11.00

11.00 - 12.30

11.00-11.20

11.20-11.40

11.40-12.00

12.00-12.20

12.20-12.30

12.30 - 13.00

12.30-12.40

12.40 - 12.50

12.50 - 13.00

18

Pathways to hormone resistant prostate cancer
Chairs: N. Maitland, York (GB)
J. Schalken, Nijmegen (NL)

Potential targets in the apoptotic cascade
W. Watson, Dublin (IE)

The androgen receptor pathway in prostate cancer
J. Trapman, Rotterdam (NL)

Aberrant PI3BK-PTEN-TOR signalling in cancer
R. Bernardi, New York (US)

Signalling and prostate cancer stem cells
N. Maitland, York (GB)

Discussion

Coffee Break and poster viewing

Therapy in hormone resistant prostate cancer
Chairs: M. Hussain, Detroit (US)

C. Sternberg, Rome (IT)

Redefining response criteria for clinical trials
M. Hussain, Detroit (US)

Chemotherapy, when and why?
R. De Wit, Rotterdam (NL)

Aberaterone, methylation inhibitors and other novel
targets in development

J. De Bono, Sutton, Surrey (GB)

Novel therapeutics in clinical trials
M. Eisenberger, Baltimore (US)

Discussion
Prostate cancer: What does the future hold?

Oncology
C. Sternberg, Rome (IT)

Radiotherapy
A. Zietman, Boston (US)

Urology
P-A. Abrahamsson, Malmé (SE)

WEBCAST

WEBCAST

WEBCAS
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P88
Taxotere and prednisone in metastatic hormono refractory prostate cancer - our experience

Stojanovic V., Radic S.
Clinic of Oncology, Urology, Nis, Serbia

Introduction & Objectives: Incidence of prostate cancer has rapidly increasing over last |0 years and
becoming one of most frequent cancer in the Serbia. At diagnosis 60% of prostatic cancer patients

have advanced disease. First line treatment is hormonotherapy. Second line therapy in metastatic
hormonorefractory prostate cancer is chemotherapy. Docetaxel has demonstrated beneficial activity

in hormone-refractory prostate cancer as a single agent and in combination regimens. Recommended
administration schedule of docetaxel has been once every 3 week every plus prednison lo mg continuosly.
We assessed efficacy and toxicity of this treatment.

Material & Methods: Since September 2006, we have treated 12 patients in our centre. Eligibility
criteria: hystologically documented prostatic cancer, advanced disese(stage llI-IV), level of testosteron

less 0,5; adecuate hemopoetic, renal and hepatic function, ECO 0-1, no brain metastases, measurableor
evaluable (as evidens by PSA level>20ng/ml) diseaseand age<72 years. All had previous hormonol therapy
and faild at least 2 hormonal manipulations. Some of them( 2 pts ) had a palliative radiotherapy. All patients
received taxotere 75mg/mz2 i.v. on day 1 every 21 days plus prednison lomg continuously.

Results: Median age 63(range 52-72),ECOG 0/1=9/12. Patients received a median 6cycles(range 3-8); a
total of 63 chemotherapy cycles administered. Metastatic sites were bone, liver and nodes. In all patiens
bone metastases were presens, with moderateto severe pain, PSA level was abnormal in all patients, 2
patients had lymphonodal metastases, 2 in liver. In 9/12 we noticed a PSA reduction during therapy(at
least 50% of basal). A decrease of lesions or stabilization, reduction of pain. Toxicity: Grade 3 neutropenia
was detected in 1 patient, anaemia grade 3 in two, alopetia grade 1-2 in 7 patients .

Conclusions: Chemotherapy with docetaxel plus prednison in hormone refractory prostate cancer is well
tolerated regimen, toxicity is mild it may also be used in elderly patients.

114



P89
A phase Il clinical study of high-dose calcitriol plus docetaxel and zoledronic acid in hormone-
refractory prostate cancer HRPC

El Kinge A.R.}, Makarem J.}, Bulbul M.2, Taher A%, El-saghir N.}, Khauli R.2, Hemadeh K.2, Shamseddin A.

*American University of Beirut Medical Center, Internal Medicine, Beirut, Lebanon, 2American University of
Beirut Medical Center, Surgery, Beirut, Lebanon

Introduction & Objectives: The purpose of this study is to assess the efficacy and safety of the use of
Calcitriol, Docetaxel and Zoledronic acid in patients with metastatic HRPC.

The primary end points of the study are the prostate-specific antigen PSA response and time to disease
progression. Secondary end points will include toxicity profile.

Material & Methods: 20 patients with HRPC were enrolled. All recruited patients had historically
confirmed diagnosis of prostate cancer and no previous cytotoxic therapy (chemonaive). Patients received
Calcitriol 0.5pg/kg day 1 on weekly basis six out of eight weeks, Docetaxel 36mg/m2 on weekly basis day
2 six out of eight weeks, and Zoledronic acid 4mg every 4 weeks. Response was defined as more than 50%
drop in PSA. Treatment was continued as long as there was response and no severe toxicity occurred.

Results: The median age was 75 years (range 58-85). The involved sites of metastasis were bone (70%),
lymph nodes (40.0%) and soft tissue (lung and liver) 40%.0nly 5.0% of the recruited patients had both

soft tissue and lymph nodes involvement. Two patients were excluded from the analysis because they
experienced serious side-effects during the first cycle of treatment and treatment was discontinued. The
overall response rate of our population was 61%. Out of the 18 patients analyzed 11 (61%) patients had a
PSA decline of more than 50%, 10 (55%) patients had a PSA decline of more than 75%. The median time
to disease progression was 5 months (range 2-15). The 1-year survival was 66.6%. Of the 14 patients with
measurable disease, partial response by RECIST criteria was observed in 5 (35%), stable disease in 7
(50%), and progression in 2 (14%) patient.

Toxicity was acceptable and no treatment-related mortality was encountered. 2 patients (10%)
experienced serious side-effects during the first cycle and the treatment was terminated. Out of the 18
patients remaining 9 (50%) patients showed grade IlI-IV nail toxicity secondary to Docetaxel, and 10 (55.5%)
showed grade Il to Ill sensory neuropathy. One patient (5.5%) reported grade IV anemia and required blood
transfusion. No grade IV neutropenia or thrombocytopenia was reported.

Conclusions: The overall response of 61% suggests that the combination of high dose Calcitriol,
Docetaxel and Zoledronic acid can achieve a favorable PSA response with acceptable toxicity. The addition
of Calcitriol to Docetaxel yielded a PSA response of 61% as compared to a 38-46% in studies using
Docetaxel alone. The study preliminary findings support the synergistic anti-tumor activity of Calcitriol in
combination with Docetaxel. The study is still open for patient recruitment.
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One-year, North American multicentre, randomised dose-finding study of degarelix, a
gonadotrophin-releasing hormone (GnRH) receptor blocker, in prostate cancer patients
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Introduction & Objectives: Degarelix is a GnRH receptor blocker with immediate onset of action inducing
fast, profound and sustained suppression of serum testosterone levels, without testosterone surge. The
objective of this study was to investigate the long-term testosterone (T) and prostate specific antigen (PSA)
levels and safety of degarelix in prostate cancer patients.

Material & Methods: The long-term T and PSA levels and safety of degarelix were investigated in a 1-
year randomised multicentre dose-finding study in 127 patients (median age: 76 years, 47-93 years) with
histologically confirmed prostate cancer and PSA =2 ng/mL. Degarelix was administered subcutaneously
at an initial dose of 200 mg (40 mg/mL) followed by monthly maintenance doses of 60 or 80 mg (20
mg/mL).

Results: After the initial 200 mg dose, T levels were <0.5 ng/mL in 88% of patients at Day 28 and there
was no evidence of testosterone surge. Of the patients with T levels <0.5 ng/mL at Day 28, 98% of those
receiving a maintenance dose of 80 mg and 93% of those receiving a maintenance dose of 60 mg had T
levels consistently <0.5 ng/mL from Day 28 to Day 364. PSA levels were reduced from baseline in both
treatment groups. The median PSA reductions were 92% at 8 weeks after starting therapy, 94% at 12
weeks, and 96% at 24 weeks. These reductions were sustained until Day 364. Both maintenance doses
were associated with a similar frequency, pattern and severity of adverse events (AEs). The majority of AEs
were mild to moderate and could be attributed to hormone deprivation. Six patients (5%) withdrew from the
study due to AEs, but only one of these cases (injection site urticaria) was considered related to degarelix
administration. No cases of systemic allergic reactions were reported.

Degarelix maintenance Patients with T<0.5 ng/mL at all visits )

- Time(days)
dose (mg) Number (n/N) Proportion
60 52/54 96% 28-196
80 49/50 98% 28-196
60 42/45 93% 28-364
80 41/42 98% 28-364

Conclusions: Degarelix treatment at a monthly maintenance dose of 80 mg (20 mg/mL) resulted in a fast,
profound and sustained suppression of T (0.5 ng/mL) and reduction of PSA. Degarelix was well-tolerated
and there was no evidence of systemic allergic reactions.

116



P91
Phase Il monotherapy study of YM155, a novel survivin suppressant, administered by 168 hour
continuous infusion in previously treated hormone refractory prostate cancer (HRPC)
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Introduction & Objectives: In a PC-3 tumor cell model YM155 inhibited survivin mRNA transcription and
survivin protein expression and showed potent (nM) anti-proliferation activity with strong signs of tumor
regression. In a phase | study, two highly refractory HRPC patients exhibited a > 50% reduction of PSA
from baseline. This phase Il study was designed to determine the activity of YM155 in patients with HRPC

Material & Methods: Patients with metastatic HRPC who received prior taxane chemotherapy were
eligible. The primary endpoint is PSA response rate (decline by > 50%). Other endpoints include objective
tumor response by RECIST and evaluation of toxicity. A two stage Simon study design required one
response in stage | (N=13) and 3 responses in stage Il (N=14). If 4 responses are achieved then an
additional 33 pts (N=60) will be enrolled to further characterize the efficacy and safety. Patients are
considered evaluable if they complete 2 cycles. YM155 is given as a 168 hour continuous infusion every
three weeks (1 cycle) at a dose of 4.8 mg/m2/day.

Results: First two stages are enrolled with treatment ongoing. Data on 32 pts is provided. Median age

is 67 y/o (range 53 - 81) with ECOG PS of 0 - 2. All but one patient received at least one prior taxane
containing regimen. Two patients are PSA responders to date. One achieved response at cycle 2 (currently
at cycle 3) and one at cycle 6 (currently at cycle 10). The median number of cycles is 3 (range 1 - 10). Two
patients discontinued due to adverse events; in only one patient was the event (fever) considered related
to study drug. Five/32 patients reported grade 3, 4, or 5 AE considered related to drug (coagulopathy
secondary to coumadin therapy followed by intracranial hemorrhage, fatigue, URI, decreased Hgb,
thrombocytopenia). Seven/32 patients remain on drug including the two responders.

Conclusions: The preliminary data of YM155 in HRPC demonstrates activity and has an acceptable
toxicity profile.
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Degarelix, a unique, sustained-release depot GnRH blocker with a long duration of action
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Introduction & Objectives: Treatment of prostate cancer by androgen deprivation is currently performed
by subcutaneous (s.c.) or intramuscular (i.m.) administration of peptidic LHRH agonists incorporated in
controlled-release polymeric formulations. LHRH agonists cause an initial increase in plasma testosterone
(T) lasting several weeks, the testosterone surge phenomenon, which in some cases can aggravate
symptoms. In contrast, GnRH blockers (GnRH antagonists) suppress T fast, without a surge, and could

be better choices for treatment. Most peptidic GnRH blockers developed so far lack the physicochemical
properties required for a successful drug with long duration of action. Degarelix is a peptidic GnRH

blocker that provides long term suppression of T after s.c. injection in humans. We describe how the
unique physicochemical properties of degarelix result in the formation of a s.c. depot producing the
pharmacokinetic (PK) profile responsible for its long duration of action.

Material & Methods: Degarelix suspensions were freshly prepared and the progression of peptide
aggregation examined by time lapsed contrast phase microscopy and viscosity measurements. The
aggregated state was studied by IR and NMR spectroscopy. Degarelix suspensions were microinjected
into diluted human plasma in vitro and the architecture of the resulting depot examined by contrast phase
microscopy. Degarelix suspensions were injected s.c. to male Sprague Dawley rats and the site of injection
exposed for visualization after 1 and 24 hours. The PK profile of degarelix in rats was determined by LC-
MS, T was measured by ELISA.

Results: Degarelix is freely soluble in 5% mannitol without appreciable initial increase in viscosity while
slowly forming a fine stranded network of aggregates. When injected into diluted plasma, degarelix forms a
depot containing the aggregates surrounded by a thin layer of proteinaceous material. Upon s.c. injection
in rats it forms a distinct depot in situ which releases degarelix with a PK profile characterized by a short
initial burst followed by plasma concentrations decaying with a half-life of several weeks. At 2 mg/kg s.c.
degarelix suppresses T in rats for approximately 40 to 50 days.

Conclusions: Upon s.c. injection of a suspension, degarelix spontaneously forms a depot, which slowly
releases the drug into circulation to produce fast, profound and sustained suppression of T levels.
Because of its self-depoting behavior, polymeric formulations are not required to control its release,
allowing greater flexibility in the amount of degarelix that can be injected to achieve the desired duration
of therapeutic effect. Degarelix acetate is presently in Phase 3 of clinical development for the treatment of
prostate cancer.
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Combined androgen blockade (CAB) with bicalutamide and a Luteinising Hormone-Releasing
Hormone Agonist (LHRH-A) versus LHRH-A monotherapy in Japanese patients with advanced
prostate cancer: Long-term follow up reporting overall and cause-specific survival
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Introduction & Objectives: Phase lll trial data reporting first-line CAB with bicalutamide (CasodexTM)

80 mg (the registered dose in Japan) plus an LHRH-A in the treatment of Japanese patients with advanced
prostate cancer has previously shown a significant superiority (p<0.001) over LHRH-A monotherapy in
terms of time-to-progression (TTP) and time-to-treatment failure (TTTF), without reducing tolerability
(Usami M et al. Prostate Cancer Prostatic Dis 2007; 10: 194-201). However, due to a low mortality rate in
the trial, no significant difference in the secondary endpoint of overall survival (OS) was observed between
treatment groups at this time. Here we present long-term follow-up data for overall survival and cause-
specific survival from this Phase IIl trial.

Material & Methods: Japanese patients with a previous diagnosis of advanced (stage C/D) prostate
cancer who were enrolled in the original study and were still alive in December 2003 were followed for 3
years after completion of the original study. Prostate cancer-specific deaths and all deaths irrespective
of cause were recorded. Data analysis included confirmed deaths from the original study plus deaths
recorded during the long-term follow-up period. Data for each treatment group were analysed using the
Kaplan-Meier method and statistical analysis was performed using a log-rank test.

Results: Of 203 patients (CAB, n=102; LHRH-A alone, n=101) enrolled in the original study, 172 were still
alive in December 2003 (CAB, n=89; LHRH-A alone, n=83). Demographic data of the enrolled 203 patients
were similar between treatment arms. At 62.1 months’ median follow-up, 14 cancer-specific deaths and 12
non cancer-specific deaths were reported in the CAB group compared with 22 and 16 deaths, respectively,
in the LHRH-A alone group. A statistically significant OS advantage was seen in favour of bicalutamide 80
mg plus LHRH-A over LHRH-A alone (p=0.043). The difference in cause-specific survival with CAB versus
LHRH-A alone was not significant (p=0.092).

Conclusions: First-line CAB therapy with bicalutamide 80 mg and an LHRH-A in Japanese patients with
advanced prostate cancer offers a significant OS benefit over LHRH-A alone. This advantage in OS and
the previously reported significant improvement in terms of TTP and TTTF, achieved without affecting
tolerability, make CAB with bicalutamide an attractive first line therapy option for patients with advanced
prostate cancer.
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Docetaxel (DOC) and Mitoxantron (MIT) in the management of androgen independent prostate
cancer (AIPCA) - long-term results

Pfister D., Ohlmann C., Thiier D., Sahi D., Heidenreich A.
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Introduction & Objectives: DOC as ingle agent or in combination therapies has been demonstrated to
represent the most active cytotoxic drug in HRPCA. Recent clinical trials in metastatic breast cancer have
identified a synergistic activity of DOC and MIT resulting in high response rates. Since both drugs are
active in HRPCA, a prospective multicenter clinical phase-Il trial was initiated to assess clinical efficacy and
toxicity in 90 patients with AIPCA.

Material & Methods: 90 patients with AIPCA and asymptomatic PSA-progression were recruited. AIPCA
was defined by 3 consecutive PSA rises despite antiandrogen withdrawal, castrate serum testosterone
levels. DOC and MIT were administered at 60mg/m2 and 8mg/m2, resp., every 3 weeks for 6 cycles;
dose reduction was performed for any grade 3/4 toxicity. PSA serum levels were followed at each cycle
and 3-monthly afterwards, quality of life was evaluated by the EORTC QLQ-30 questionnaire. Primary study
endpoint was prolongation of survival; secondary study endpoints were objective PSA-response, time to
progression, time to symptomatic progression, safety and quality of life.

Results: Mean age of the patients was 65.9 (56-85) years; mean initial PSA level was 182.1 (2-1680)
ng/ml; mean follow-up is 32 months. 61/90 (68%) demonstrated osseous metastases. 48/90 (53.3%)
demonstrated a > 50% PSA reduction, Time to progression was 16.4 (4-42) months, mean survival

time was 25,2 months. 1-year cancer specific and overall survival were 82% and 78%, resp. Therapy-
associated side effects were neutropenia (16%), septic neutropenia (3%) and anemia (3%); three deaths
were observed: 1 listerial meningitis and 2 myocardial infarctions. PSA and alkaline phosphatase at study
entry were significantly associated with treatment response (p < 0.001) whereas primary treatment of PCA
had no impact on reponse. Quality of life improved significantly during and after treatment as compared to
pre-treatment values (p = 0.002).

Conclusions: DOC/MIT represents a highly active regime with a low toxicity profile in the management
of AIPCA. The response data are comparible to the data achieved by the standard treatment of DOC
and predisone. Phase-lll trials should help to identify the most potential combination partners of DOC in
AIPPCA.
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Phase Il clinical trial of metronomic cyclophosphamide (CTX) plus celecoxib (C) and
dexamethasone (DEX) in advanced hormone refractory prostate cancer (HRPC): Preliminary
clinical and pharmacodynamic results
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Introduction & Objectives: Low-dose metronomic CTX and C have demonstrated a significant
antiangiogenic activity in preclinical studies. Moreover, a single infusion of maximum tolerated dose
chemotherapy, given before metronomic treatment, can increase its antiangiogenic activity. Primary end
point of this study was activity (PSA reduction >50%); secondary were: objective responses, toxicities
(NCI-CTC criteria), PFS, OS, evaluation of plasma levels of thrombospondin-1 (TSP-1), VEGF, SVEGFR-2, VE-
cadherin mRNA; expression and synthesis of TSP-1 and VEGF in peripheral blood mononuclear cells.

Material & Methods: A total of 27 patients with advanced HRPC received CTX 500 mg/sqm iv day 1 and
CTX 50 mg po daily, DEX 1 mg po daily and C 200 mg po BID continuously, starting from day 2.

Results: Patients (pts) characteristics were: median age 74.5 years (54-91), median PS 1 (0-2), median
baseline PSA 73 ng/ml (9.69->5000); main sites of disease: bone 22 pts (81,5%), lymphnodes 10 pts
(37%); previous chemotherapy 20 pts (74,1%). Twenty-seven pts are evaluable for toxicity and response.
Overall PSA decrease = 50% was found in 9 pts (33,3%). Median time to PSA progression was 3,2 months
(95% CI 2,7-3,7 months) and median OS was 20,9 months (Cl 95% 14,5-27,3 months). No G3-4 hematologic
or non-hematologic toxicities have been observed. Preliminary pharmacodynamic data indicate that

a significant difference was observed in TSP-1 and VEGF plasma levels between responders and non
responders pts at day 84 of treatment. Indeed, the responders showed a significant increase of TSP-1
plasma concentrations (100% at day O vs. 163.7+22.3% at day 84; P<0.05) and a concomitant significant
decrease of plasma VEGF levels (100% at day O vs. 29.8+11.7% at day 84, P<0.05), whereas the non
responders showed a marked increase of both plasma TSP-1 and VEGF levels. Moreover, preliminary data
obtained from 15 pts demonstrated a constant increase in TSP-1 gene expression (100% at day O vs.
246,8+94,1 at day 84)

Conclusions: Metronomic chemotherapy with CTX plus DEX and C in pts with HRPC showed promising
activity without relevant toxicity; interestingly, patients who responded to this metronomic schedule
showed a concomitant increase of the endogenous inhibitor of angiogenesis and a decrease of a pro-
angiogenic factor.
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Introduction & Objectives: Preclinical data showed a synergism between E and D and several studies
supported an advantage in associating E and D. Nevertheless, D is presently considered a standard
treatment for HRPC pts and the role of D+E combination remains controversial. Purpose of this study was
to evaluate the activity, in terms of PSA decline (PSAL), the safety and quality of life (QoL) of D%E in HRPC
pts.

Material & Methods: Eligibility criteria included: HRPC diagnosis, hormone-refractory advanced

disease (PSA progression after at least two hormonal therapy), ECOG PS < 2, adequate renal, hepatic

and hematological functions, no prior chemotherapy. Pts were randomized to D 70 mg/m2 IV d1 q3w

(arm A) or D 70 mg/m2 IV d1 g3w + E 280 mg/TID PO starting 1 day prior to D, for 5 consecutive days
(arm B). The treatments were planned until best PSA response achievement or PSA progression. Patients
progressed during D alone were offered, after PSA progression, to continue D plus E, according to the arm
B schedule (crossover trial). Toxicity was recorded according to NCIC criteria. QoL was assessed by self-
filled questionnaires during the treatment.

Results: Between 04/2003 and 09/2005, 95 pts (median age 69 years, range 48-86, median PSA

80 ng/ml, range 5-2166 and measurable disease in 45) were randomized to arm A (49) or arm B (46).
Responses, in terms of PSA1 >50% were: 40% in arm A and 75% in arm B with PSA normalization in 5%
and 32% respectively. Progression free survival (biochemical) was 20 weeks in arm A and 30 in B. Grade
3-4 hematological toxicities consisted of neutropenia, 4% in arm A and 6% in B. One pt in arm B had febrile
neutropenia and grade 3 diarrhea. Grade 3—4 non-hematologic toxicities were vomiting (1 pt in both arms),
stomatitis (1 ptin arm A and 2 pts in B) and diarrhoea (1 pt in arm B). Two cases of stroke were reported in
arm A. No treatment related death was recorded. Among the 35 pts of arm A progressing to D, 8 refused
to continue the treatment or presented a poor performance status, so the crossover study was restricted
to the remaining 27 patients. PSA declines 3 50% was observed in 15 patients (55.5%). Major toxicities
consisted of grade 4 neutropenia in one case and a grade 3 constipation in another. In 1 case we observed
an ischemic stroke and in another a deep vein thrombosis, both after only one course. In two other cases
the treatment was interrupted due to peripheral edema. The median time to progression was 18 wks
(range 5-67).

Conclusions: The combination D+E achieved a double biochemical response rate compared to D arm.
The addition of E allowed a biochemical response in half of the pts resistant to D. Such results suggest a
benefit from the addition of E to D and so, front-to-front formal comparison between D and D+E in a phase
Il trial can be recommended.
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Independent Prostate Cancer (AIPC): Early results
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Introduction & Objectives: Chemotherapy options are limited after failure to Docetaxel. Antiangiogenic
agents are under investigation with chemotherapy and has biological rationale and demonstrated clinical
activity. Thalidomide has been studied in AIPC and the combination with Docetaxel prolonged survival
compared to Docetaxel in a published randomized Phase Il trial. Responses are also seen with Docetaxel
retreatment after failure to this drug, so we started a Phase Il trial with Docetaxel and Thalidomide as
second line treatment.

Material & Methods: Docetaxel 75mg/m2 every 3w and Thalidomide 100 to 200mg/daily. All patients
received aspirin to reduce the risk of thromboembolic complications and remained on prednisone.
Progressive disease was defined as 2 consecutive increases in serum PSA, documented metastatic
disease. All patients with PS status (ECOG) 0-1.

Results: We report the early results for the first 6 p included. Toxicities were mild and included depressed
consciousness and constipation as expected. None developed venous thrombosis or neuropathy.
Responses were seen in 2 out of 3 evaluable for response with a decline in PSA>50% with a duration of
14+ and 10+ m.

Conclusions: Early results are encouraging and updated results will be presented. Trial is ongoing.
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Introduction & Objectives: D-based chemotherapy represents the standard treatment for HRPC pts. For
several years PSA has been considered as a surrogate endpoint for studies involving pts with HRPC. The
possibility of predicting a clinical advantage through the biochemical response rate is controversial. The
PSAHI may represent a predictive parameter more than the simple PSA trend. We retrospectively evaluated
the role of PSAHI in a consecutive series of patients affected by HRPC and treated in a randomized phase

Il trial with DxE.

Material & Methods: 95 pts affected by HRPC were randomized to D 70 mg/m2 IV d1 g3w (arm A: 49
pts) or D 70 mg/m2 IV d1 q3w + E 280 mg/TID PO starting 1 day prior to D, for 5 consecutive days (arm
B: 46 pts). The treatment continued until best PSA response achievement or PSA progression. PSAHI was
calculated comparing basal value (the day before first D administration) with those reached after every
cycle at 21, 42, 63 and 84 days: each median value was then correlated across all pts. Correlations were
made with response, time to progression (TTP) and overall survival (0S).

Results: Responses, in terms of PSA >50% were: 40% in arm A and 75% in arm B with PSA normalization
in 5% and 32% respectively. After a median follow-up of 17 months, 65 patients are died (31 in Arm A and
34 in Arm B). Progression free survival (biochemical) was 20 weeks in arm A and 30 in B. Median PSAHI
was 2.1 (0.8-8.8) and resulted significantly related to response and TTP: pts with PSAHI less than 1 and
more than 1 had a median TTP of 14 and 34 weeks respectively. Between the 4 PSAHI analyzed (after 21,
42, 63 and 84 day), those at 42 and, particularly, 63 day resulted statistically related to response, TTP and
0S. After 3 cycles, the PSA decline (63-PSAHI) was highly predicyive of OS which was 63, 72 and 90 weeks
respectively (p=0.03), for pts with PSAHI of less than 1, between 1 and 3 and more than 3.

Conclusions: PSAHI seems to be highly predictive of TTP and OS. 63-PSAHI seems to be a good

surrogate marker of D response and may help in discriminating pts who need to be further treated with D
and those who do not.
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Monitoring of PSA velocity in prostate cancer patients, undergone radical retropubic
prostatectomy
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Introduction & Objectives: Monitoring of serum PSA level is an important procedure in prostate cancer
(PC) patients after radical retropubic prostatectomy (RRP). Elevation of PSA level in postoperative period
can be considered as biochemical recurrence (BR). The aim of our study was to assess prognostic
significance of PSA velocity (PSA-v) in PC patients with BR, after RRP.

Material & Methods: BR was diagnosed in 48 PC patients, undergone RRP in 1999-2006 as elevation

of serum PSA > 0.2 ng/ml. All of the patients with BR undergone standard examination: transrectal
ultrasound (TRUS) with biopsy of vesico-urethral anastomosis, ultrasound examination of pelvic and
abdominal organs, radiological bone scan. In addition time to PSA progression and PSA-v were assessed in
all of the patients.

Results: Clinical progression (CP) was observed in 12 (25 %) patients with BR verified: in 6 (12.5 %)
patients local recurrence was determined with the help of TRUS and biopsy, in 6 (12.5 %) — distant
recurrence. Median time to PSA progression was 16.5 months (range 21-36 months), median time to CP
—32.9 + 16.6 months (range 3-32 months). In the group of patients with PSA-v < 1.0 ng/ml/year median
progression-free survival (PFS) was 51.28 months (range 37-49 months), in the group of patients with
PSA-v 1.0-2.0 ng/ml/year median PFS was 40 months (range 27-37 months), and in the group of patients
with PSA-v > 2.0 ng/ml/year median PFS was 18.25 months (range 13-15 months). The difference in PFS
between this groups was statistically significant, p=0.001. Distant recurrences were observed in 75 %
of patients in the group of patients with PSA-v > 2.0 ng/ml/year, in 26.3 % of patients with PSA-v 1.0-2.0
ng/ml/year and only in 5 % of patients with PSA-v < 1.0 ng/ml/year, p=0.001.

Conclusions: PSA-v is an important prognostic factor in patients after surgical treatment of PC. PSA-v >

2.0 ng/ml/year is a poor prognostic factor and more distinguished for metastatic disease. PSA-v 1.0-2.0
ng/ml/year or less is a predictor of slowly progression of PC in patients with BR.
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Introduction & Objectives: Prostate specific antigen determination and the bone scan are two important
procedures in the pre-treatment staging workup of prostate cancer. PSA is a very useful serum tumor
marker in the management of prostate cancer patients.

We retrospectively evaluated the efficacy of PSA as a staging marker to discriminate prostate cancer
patients with bone metastases from those without bone metastases.

Material & Methods: In a retrospective study 227 prostate cancer patients with (63) and without (164)
bone metastases were analyzed. In all patients the initial PSA measurement as well as the radionuclide
bone scan were evaluated.

Results: Patients without bone metastases demonstrated a median serum PSA concentration of 3.97 ng/
ml (range 0.79 — 81.05) whereas those with bone metastases revealed a median serum PSA concentration
of 21.1 ng/ml (range 4.93 — 1020). The average PSA concentration was 12.89 ng/ml in patients without
metastases and 154.05 in patients with metastatic PCa.

Conclusions: The serum PSA concentration seems to provide useful information with regard to the
presence of bone metastasis in patients with newly diagnosed cancer of the prostate. A serum PSA value
of <20 ng/ml nearly excludes bone metastases, whereas a serum PSA value of > 100 ng/ml is predictive
of bone metastases.
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Morote J.}, Planas J.%, Orsola A.%, Trilla E.X, Cecchini L.}, Raventds C.t, Catalan R.?
Wall d"Hebron Hospital, Urology, Barcelona, Spain, 2Vall d"Hebron Hospital, Biochemistry, Barcelona, Spain

Introduction & Objectives: The efficacy of castration is measured by the assessment of serum
testosterone however no clinical evidence exists regarding the optimal castration level. The primary
objective of this study was to determine the serum testosterone castrate level with clinical relevance in
prostate cancer patients subjected to androgen deprivation therapy (ADT). Secondary objectives were
to analyze the relationship between bicalutamide associate treatment to LHRH agonist and breakthrough
elevations of serum testosterone and the possible benefit of maximal androgen blockade (MAB) in those
patients.

Material & Methods: Serum testosterone was determined three times, at six months intervals, during
the follow up of 73 non metastatic prostate cancer patients under medical castration, 28 of whom also
received bicalutamide. During a mean follow up of 51 months (12-240), 28 (38.4%) events of androgen
independent progression (AIP) were recorded. AIP was defined as three consecutive elevations of PSA
after the nadir and the time to AIP was measured from the begin of ADT to the first elevation after the nadir
PSA. Serum testosterone was measured by a chemiluminiscent assay (DPC Inc.) using the Immulite 2500
automated device with a lower sensitivity of 15 ng/dL. Blood samples were obtained between week eight
and twelve after the three months depot LHRH agonist injection and between 8:00 to 10:00 am.

Results: Serum testosterone was under 20 ng/dL in 32 patients (43.6%). Breakthrough elevations
between 20 and 50 ng/dL were observed in 23 (31.5%) and over 50 ng/dL in 18 (24.7%). The lowest
testosterone level with significant impact on the survival free of AIP was 32 ng/dL. The mean survival
free of AIP in patients with breakthrough elevations over 32 nd/dL was 88 months (95% C| 55-121)
while it was137 months (95% CI 104-170) in those without this event, p < 0.03. Bicalutamide treatment
was not related with breakthrough elevations of serum testosterone. However in the subset of patients
with breakthrough elevations of serum testosterone over 32 ng/dL, those patients treated with MAB
experienced longer survival free of AIP, p < 0.02, than those treated without bicalutamide. Contrarily, in
patients without breakthrough elevations of serum testosterone patients treated with MAB had similar
survival free of AIP than those treated without bicalutamide, p > 0.05.

Conclusions: In the present study the serum testosterone castrate level with clinical relevance in Pca
patients subjected to medical castration, was 32 ng/dL. Breakthrough elevations over this threshold
predicted a lower survival free of AIP. Associate Bicalutamide was not related with breakthrough elevations
of serum testosterone however those patients with breakthrough elevations of serum testosterone could
potentially benefit of a MAB.
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Comparison of the protective effect of intravenous bisphosphonates on the decrease in bone
mineral density after radical prostatectomy and androge-deprivation therapy

Rodrigues P.%, Hering F.2, Meler A.2, Afonso V.3
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Introduction & Objectives: With the advent of prostate-specific antigen (PSA), early detection of HSPC
recurrence and early hormonal blockade have become possible. In turn, this may lead to osteoporosis
and bone fragility (1). The use of bisphosphonates is an emerging therapy for preventing and treating
osteoporosis and fractures.

Material & Methods: Ninety-four prostatectomized men with rising PSA were enrolled in the placebo
group (31), monthly IV clodronate (39) or monthly IV zoledronic acid (24) for 36 months.

Dual-energy x-ray absorptiometry measured the bone density in the lumbar (L2-L4) area. Chi-squared and
Anova tests were used.

Results: 23 cases developed BMD in the osteopenia range (control group: 17 cases; clodronate: 2 cases
and zoledronic acid group: 7 cases) with no cases with osteoporosis after 6 months of the study. After
12 months, 9 control cases reached osteoporosis in an ongoing process while 13 additional subjects
developed osteopenia.

At the end of the 36-month study period, the untreated group showed an average BMD loss of -1.82 (+
0.94) while clodronate and zoledronic acid group respectively showed -0.72 (+ 0.34) and -0.88 (+ 0.32).
In the clodronate group, only 2 cases developed osteopenia at 6 months although 28 out of 39 developed
osteopenia after 36 months and 7 presented osteoporosis.

The zoledronic acid group also showed a protective effect against bone demineralization after castration
with only 7 cases in the osteopenia range after 6 months. However, 20 out of 24 cases had osteopenia
after 36 months and 4 cases were in the osteoporosis range.

Statistical analysis showed significant lower occurrence of osteoporosis in both treated groups after 12
months in comparison with the control group.

CONTROL CLODRONATE ZOLEDRONIC ACID
N 31 39 24
Average follow up 54 +14.1 38+4.1 36 +6.4
Initial average BMD measured by the T-score | -0.78 + 0.44 —-0.90 + 0.03 -0.94 + 0.03
Final average BMD measured by the T-score 248 + 1.65 173+ 0.66 _1.85+ 060

after 36 months of follow-up

Average BMD loss measured by the T-score
from O to 36 months of follow-up (range of
individual bone loss per patient)

-1.82(-3.01t0 | -0.72 (-0.06to | -0.88 (~0.28 to
-1.02) -1.89) -2.21)

Average PSA at enrolment 8.1 (0.3-21) 5.4 (0.4 -18) 6.7 (0.4 -9.8)

Conclusions: Six months of androgen deprivation therapy promotes impressive bone loss in the lumbar
area in the non-treated patients. This tendency is progressive and may be delayed by intra-venous
bisphosphonates administration.
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Spider-prostate: Experience about a multidisciplinary file of clinical data based on palm
technology in patients with prostate cancer

Mantini G.*, Mattiucci G.C.%, Errico A.%, Di Rito A.%, Tagliaferri L.}, Fersino S.%, Frascino V.2, Morganti A.G.2,
Valentini V.2, Cellini N.*

¥A.Gemelli” University Hospital, Catholic University, Radiotherapy Department, Roma, Italy, 2“John Paul II”
Center for High Technology Research and Education in Biomedical Sciences, Catholic Un, Radiotherapy
Department, Campobasso, Italy

Introduction & Objectives: A multidisciplinary patient’s management is necessary for prostate cancer
patients, because the therapeutic strategy is based on the interact of different specialists. Aim of this
work is to introduce a multidisciplinary file shared developed in our Institution to improve data collection to
obtain information useful for clinical activity and research.

Material & Methods: SPIDER (System for Patient Individual Date Entry and Recording) is a system of
filing that allows the collection, the search and the management of clinical data of patients treated in

our Institution in different places and moments from specialized medical doctors. This system operates
through intranet and internet connection, with cable or wireless, and the data are memorized in the Server
of the hospital. SPIDER respects the directives of guardianship of the privacy, and clinical data can be
select from the consumer without the intervention of the system planner; moreover, the graphic interface
can directly be drawn by the operator. There is a sophisticated system of password and authorizations; so
the single data can be shared among all different experts or to be reserved to some of this.

Results: 794 patients treated with radiotherapy for histologically confirmed prostate cancer by 1994 to
today have been filed from May 2005. The activate procedures concern: appointments for the staging
exames; collecting the staging, radiotherapy, hormonal therapy and follow-up data, planning of the tests
or examinations of follow-up visits. All the information recorded are shared and updated on-line from all
the medical doctors, also through palm and wireless technology. These data are so available in real time,
and they are readable directly from the statistic analysis softwares. SPIDER can interact, besides, with the
patients central hospital database to acquire all the information about the hospitalization of the patients.
The system can calculate the months of global survival, disease free survival, free biochemical or local
recurrence survival and it identifies the lost patients to the follow-up. The system has, moreover, a mail
system, also with palm. Among the available functions is particularly useful one that makes the synthesis
of the clinical data.

Conclusions: The optimization of the data collecting can contribute to the improvement of the treatment
and accordingly of the prognosis of the patients. SPIDER is a good tool for the collecting of the information
where it are produced, allowing to overcome the obstacles represented by multiples places, times and
formality of filing of the data. Currently it is experimenting in our hospital an advanced version of the
system that allows the filing of the data through the compilation of the necessary form for the management
of the oncologic patient (exit hospital letters, reports...).
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Antisense Antibody Drug Conjugate (AADC), termed as SEVINA, consisting of RNASEL gene
encoding hairpin siRNA fused to HSP90/Vav3 Fabs, and linked to vinorelbine co-administered
with IR induces lytic form of oncogenic viral infection, immunomodulation, antiapoptotic
gene downregulation, apoptotic cell death type |, and autophagic cell death type Il leading to
eradication of XMRV, CMV, and HERV positive HRPC

Giannios J.*, Michailakis E.}, Alexandropulos N.2
IGSHA, Oncology, Athens, Greece, 2lH, Biopathology, Athens, Greece

Introduction & Objectives: XMRV and CMV viruses cause tumors by insertional mutagenesis in patients
with HRPC. Also, HERV viruses exist in the 2,9 billion base pairs of silent regions in HRPC cells. Oncogenic
signals of HSP90,and Vav3 cause resistance to conventional anticancer regimens.

Material & Methods: XMRV, CMV and HERV at the latent form were detected in 97% of HRPC patients.
RNASEL,HSP90,and Vav3 were overexpressed. Animals were injected s.c.with virus(+) HRPC cells obtained
from the patients in both flanks. After 10 days, when injection sites had palpable tumors, animals were
treated with SEVINA. Then, their tumors were irradiated with a single dose of 200cGy in a 60Cobalt unit at
a rate of 150 cGy/min.

Results: Post-treatment, the Fabs have downregulated HSP90,and its clients Her-2,cdk-4,Raf1/
MEKZ1,Grp94,telomerase, AKT,HIF1a,VEGF, and MMP2.Downregulation of Vav3 inhibited RAR-A,PI3K,EGF,and
Rho-GTPases. Antibody mediated endocytosis of siRNA targeting the mRNA of RNASEL inhibited its
antiviral action, and activated endosomal TLR bringing antitumoral innate, and adaptive immunity. Radiation
induced XMRV, CMV and HERV encoded kinases converting the latent form of viral infection into the lytic/
cytotoxic form bursting, and killing the tumor cells. Viruses released in the ECM induced CD8+/MHC class

| cellular immunity. Vinorelbine activated nucleolar p19ARF,and p53 inducing apoptotic type | PCD, and cell
cycle arrest at G2/M. Vinorelbine by phosphorylating bcl-2 inhibits binding to Beclinl after counteracting
Bnip3.This led to autophagic dependent cell death or type Il PCD resulting in CD4/MHC Il humoral
immunity. Radiation of tumor cells led to inhibition of mTOR pathway, and elF4E/elF4G via ATM/LKB-1/
AMPK/TSC2.

Conclusions: SEVINA is a novel therapeutic strategy against HRPC, which activates the lytic form of

viral infection in these tumors by radiation, in synergy with antibody mediated siRNA targeting, and
chemotherapy.
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In vitro and in vivo effects of 5 azacitidine (vidaza) on the aggressive androgen receptor
negative PC3 and DU145 cell lines

Festuccia C., Gravina G.L.2, Millimaggi D.}, Muzi P.%, Dolo V.2, Ricevuto E.%, Vicentini C.2, Bologna M.3

tUniversity of LAquila, Experimental Medicine, LAquila, Italy, 2University of LAquila, Surgery, LAquila, Italy,
SUniversity of L'Aquila, Basic and applied biology, LAquila, Italy

Introduction & Objectives: The terminal stages of metastatic prostate cancer are characterized by
androgen independence (Al). AR amplification and mutations may play a role by altering sensitivity of the
expressed AR to androgens. However, 20-30% of Al cancers are characterized by the extensive loss of AR
and does not involve either deletional or mutational mechanisms.

Material & Methods: We evaluated the antiproliferative and pro-apoptotic effects of 5-azacitidine
(aza-CR) on AR negative PC3 and DU145 prostate cancer cell line both in vitro and in vivo. We evaluated
the percentage of cells in each cell cycle phase and those which undergone apoptotic death. Molecular
arrangements were evaluated by western blotting analysis. For in vivo experiments we used two different
treatment protocols. In the first series of experiments, 7 days after subcutaneous injection (1.5 x 106/
animals) of untreated PC3 cells, tumor measurements were made and therapy initiated. Aza-CR (Vidaza,
0.8 mg/Kg) was given intraperitoneally (i.p.) on once daily for consecutive 7 days. The experience was
performed using non castrated and castrated nude mice. All experiments were concluded at day 21 after
the discontinuation of aza treatment.

Results: In overall in vitro acute aza-CR treatment effect was low with an accumulation of cells in G2/M
phase of cell cycle without apoptosis. The analysis of biomolecular machinery triggered by Aza-CR
revealed an increased p21 expression without modulation of bcl-2 and an increment in cdk-1 with reduction
of cdk-2 and cdk-4 which are in agreement with the block of cells in G2/M. However after 7 days aza-CR
treatment started to have a significant antiproliferative. These effects could be explained considering that
in vitro chronic treatments with 1.0 mM aza-CR induced antiproliferative and pro-apoptotic effects through
the re-activation of some tumor suppressor genes and cell death control proteins such as caspase 8, cell
death ligands/receptors (TRAIL and Fas:FASL).

We observed that aza-CR inhibited significantly (about 35%) the tumor growth of PC3 xenografts in intact
(not castrated) male nude mice. This effect was higher in castrated nude mice (reasing 55%) suggesting an
involvement of androgen mediated pathways.

In fact we have demonstarted that 7 days of in vitro treatment with 1.0 mM aza-CR was able to induce the
re-expression of a functional AR rendering these cells more sensitive to the action of androgens and anti-
androgens.

In this regard, bicalutamide was able to reduce cell proliferation and also induced cell death via caspase-
8. In addition we observed this AR re-expression also in vivo evaluating by immunohistochemistry its
expression in section collected from tumor tissues of aza-CR-treated animals.

Conclusions: Taken together our results indicate that the use of DNA methylation inhibitors might

be a suitable therapeutic tool for the control of androgen irresponsive/advanced tumors by the pro-
differentiative effects of these drugs.
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Shift on expression pattern of syndecans 1 and 2 predicts biochemical recurrence in prostate
cancer

Huidobro C., Ledezma R., Gallegos I., Huidobro B., Acevedo C., Vergara J., Castellon E., Contreras H.
University of Chile, Urology, Santiago, Chile

Introduction & Objectives: Up to 40% of patients with clinical localized prostate cancer (PCa) treated
by radical prostatectomy will relapse on follow-up. To predict recurrence, new biomarkers for prognosis
prediction are needed to improve the accuracy of risk stratification. Altered expression of Syndecans
has been purposed as a new prognosis marker in several cancers due to its relationship with cancer
progression.

To assess the value of Syndecans expression alteration as useful markers for biochemical relapse
prediction in patients with clinical localized prostate cancer treated by radical prostatectomy.

Material & Methods: In 70 paraffin blocks sample tissues with localized prostate cancer, the expression
of Syndecans 1 and 2 was examined by immunohistochemical staining. 10 specimens with Benign
Prostatic Hyperplasia (BPH) were used as controls. Expression located at membrane in >40% cells with ++
and +++ intensity staining we considered as normal expression. To evaluate the prognostic value, Kaplan-
Meier survival curves were performed and compared by log-rank test.

Results: In BPH, Sindecan-1 was expressed in normal basal and secretory epithelial cells with basolateral
location. Sindecan-2 was expressed preferentially in basal cells. In PCa, the expression pattern of both
shifts to a granular-citoplasmatic location, with down-regulation of expression in high grade Gleason Score
for Sindecan-1. Survival analysis showed a significant difference between normal and altered expression of
Sindecan-1 and 2 in free-PSA recurrence survival curves (p<0,05). Sindecan-1 might be a better predictor
for patients with Gleason Score below 7.

Conclusions: These data suggest that Sindecan-1 and 2 may be used as prognostic markers for patients
with clinical localized prostate cancer and improve the PSA recurrence risk stratification.
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A novel pathway of tissue homeostasis in the prostate hallmarked by identification of Interleukin
(IL)-23 and IL-23 Receptor (R) in prostatic cells and inhibition of epithelial cell proliferation in
response to IL-23R signaling
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Introduction & Objectives: Proinflammatory cytokines are discussed as major triggers in the
pathogenesis of prostate cancer. Receptors for proinflammatory IL-23 are expressed in different types
of human cancers, and proinflammatory IL-17, element of the IL-23-IL-17 immune pathway, is abundantly
expressed in BPH. In this study, expression and function of IL-23/IL-23R were investigated in prostate
disease.

Material & Methods: 20 CaP, 54 BPH, 2 NIH category IV prostatitis, and 1 normal prostate were
investigated for IL-23 and IL-23R expression by immunohistochemistry (IHC). IL-:23/IL-23R expression was
also investitated on co-cultured BPH derived stromal (SC) and epithelial (EC) cells, 3 CaP cell lines (PC3,
LNCaP, DU145), and 1 normal prostate (EC) cell line (PNT-2). 3 prostate cancer cell lines, BPH EC and SC,
and BPH prostate lymphocytes isolated from 3 transurethral specimens were analyzed by flow cytometry
(FCM). Real-time PCR for IL-23/1L-23R mRNA was performed on 3 BPH tissue lysates and PC3, DU145, and
LNCaP cells. A [3H]thymidine incorporation assay was used to assess the effect of recombinant IL-23 on
the proliferation of 3 CaP cell lines, and 1 prostate EC line (PNT-2).

Results: In BPH, IL-23R was strongly expressed on dilated glands with flat epithelium, or weakly and
homogenously distributed on BPH glands with occasionally interspersed intensely staining secretory

cells. In benign glands surrounding carcinoma and prostatitis specimens, IL-23R appeared occasionally
exclusively in the basal cell compartment or in combination with intense apical cytoplasmic staining

of secretory cells and apocrine secretion structures. Prostatic intraepithelial neoplasia (PIN) stained
homogenously and intensely for IL-23R. CaP showed homogenous cytoplasmic IL-23R expression. Smooth
muscle cells expressed IL-23 both in benign and malignant tissues. Vascular endothelial cells in tissue
specimens of prostatic origin or other were strongly immunoreactive for IL-23R. BPH derived SC and EC
stained positive for IL-:23, while the IL-23R was seen to be predominantly expressed by EC. FCM revealed IL-
23R immunoreactivity in all carcinoma cell lines, BPH EC and lymphocytes and was absent in BPH SC cells.
IL-23 was detected by FCM in all cell types to varying degrees. LNCaP and PC3 cells showed high-level IL:
23 and low-level IL-23R mRNA expression. Functionally, growth of all carcinoma cell lines and of PNT-2 cells
was inhibited up to 50% in a dose dependent manner by incubation with recombinant IL-23.

Conclusions: This is the first report on IL-23 and IL-23R expression in BPH and CaP. Apart from its role
as a major trigger of chronic immune inflammation, IL-23R signaling may also be involved in homeostasis
of prostatic tissue. In vitro, IL-23 inhibits proliferation of carcinoma and normal prostate EC lines by a yet
undefined growth regulatory loop.
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Degarelix, a GnRH blocker, mimics the effect of surgical castration better than leuprolide in the
Dunning tumour model
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Introduction & Objectives: Degarelix is a member of a new class of water-soluble (>50 mg/ml) GnRH
blockers (antagonists) in clinical development for prostate cancer. Upon subcutaneous administration
degarelix forms a depot resulting in a sustained release of the compound into the circulation immediately
blocking GnRH receptors in the pituitary inducing a fast and sustained suppression of gonadotrophin
secretion in rats and primates. One of the few animal models of prostate adenocarcinoma is the Dunning
R3327H rat carcinoma transplanted into Copenhagen rats. The growth of the Dunning tumour can be
inhibited by various treatments reported to be effective in the clinic such as LHRH agonists, antiandrogens,
5-alphareductase inhibitors, tyrosine kinase inhibitors and surgical castration. We report in this study

that degarelix induces a fast and sustained suppression of the pituitary gonadal axis in rats and a similar
inhibition of tumour growth compared to surgical castration in the Dunning R3327H rat carcinoma model.

Material & Methods: Firstly, degarelix has been compared with D-Trp6-LHRH and surgical castration on
a short-term study (2 months) and secondly, degarelix has been compared with leuprolide and surgical
castration in a long-term study (12 months).

Results: In both studies, degarelix demonstrated a sustained inhibition of tumour growth at least
comparable to surgical castration and better than LHRH agonists.

P
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Conclusions: These data provide a convincing profile of degarelix as a potential candidate for the clinical
management of sex steroid-dependent pathologies, such as prostate cancer, where long-term reversible
chemical castration is required.
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Molecular triggered therapy in androgen-resistant prostate cancer

Ohlmann C.H., Pfister D., Sahi D., Engelmann U., Heidenreich A.
University of Cologne, Department of Urology, Cologne, Germany

Introduction & Objectives: For patients with progressive androgen-resistent prostate cancer (AIPC)
after first line chemotherapy with docetaxel no standard treatment is available. Targeted therapies display
an interesting treatment option by inhibition of intracellular signaling pathways. The aim of our study

was to analyze the expression profile of several molecular markers which are candidates for targeted
therapy. Patients were then treated with the corresponding targeted therapy in combination with low dose
docetaxel.

Material & Methods: Tumor tissue of 26 patients after received from biopsy of metastasis or the
prostate were analyzed for the immunhistochemical expression of c-kit, PDGFR, EGFR, VEGF and Her-
2/neu. Expression was determined in percent of tumor cells and staining of 210% of cells was considered
positive staining. According to the expression profile a combination therapy of low dose weekly docetaxel
and the corresponding signal transduction inhibitor was initiated.

Results: 20/26 patients (76.9%) showed expression of one or more markers. A positive expression

of EGFR was found in 50%, c-kit in 0%, PDGFR in 52.2% and Her-2/neu in 8.2%. In 8/26 patients the
combination therapy was initiated and 4/8 (50%) showed PSA-regression of 250%. Of the remaining
patients 3/4 showed a decrease of PSA between 10-50%. Median survival time was 15.1 (3-28 months) and
the median follow up was 24.1 (11-35 months).

Conclusions: The results show that a clinical significant expression of molecular targets is found in 77% of
patients with AIPC. Based on the expression profile an individual and risk adapted treatment strategy can
be applied to each patient. The results of the combination treatment show promising results with regard

to PSA-response and survival. Prospective clinical trials are needed in order to prove the concept of a
molecular triggered therapy in AIPC.

135



P111
Farnesol inhibits growth of prostate cancer cell lines and exhibits additive effects in
combination with docetaxel

Ohlmann C.H., Eplen R., Sahi D., Engelmann U., Heidenreich A.
University of Cologne, Department of Urology, Cologne, Germany

Introduction & Objectives: Growth inhibition by inhibitors of farnesylation like bisphosphonates can
effectively be antagonized in vitro by addition of farnesol. Apart from this preclinical studies show that
farnesol itself may have growth inihibitory effects on cancer cell lines. The aim of our study was to
evaluate the effects on the growth of prostate cancer cell lines alone and in combination with docetaxel.

Material & Methods: The prostate cancer cell lines PC3 and LNCaP were treated with farnesol alone
or in combination with docetaxel. The cell lines were incubated with increasing concentrations of each
substance for 5 days. Viable cells were evaluated by MTT assay and growth inhibition was calculated.

Results: The growth of the cell lines PC3 and LNCaP was inhibited in a dose dependent manner by
farnesol. IC-50 values range from 64uM in PC3 to 108uM in LNCaP. Docetaxel had only minimal effect
showing no significant growth inhibition if used in concentrations of 4 and 6 nM. In contrast, combination
of farnesol (50 or 75uM) and docetaxel (4 or 6 nM) resulted in significant reduction of viable cells to 0.4% in
PC3 and 21% in LNCaP compared to the control.

Conclusions: Farnesol is a potent inhibitor of prostate cancer cell lines. In combination with docetaxel
farnesol shows additive effects and therefore this combination is promising for treatment of patients with
metastatic prostate cancer. The mechanism of growth inhibition by farnesol is not known to date. Whether
growth inhibition is linked to the mevalonate pathway and how farnesol synergizes with docetaxel is the aim
of further investigations.
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Growth inhibition of prostate cancer cell lines by ibandronate alone and in combination with
taxanes

Ohlmann C.H., Eplen R., Sievert T., Pfister D., Engelmann U., Heidenreich A.
University of Cologne, Department of Urology, Cologne, Germany

Introduction & Objectives: Bisphosphonates display the standard therapy along with docetaxel for
patients with metastatic prostate cancer in order to prevent skeletal related events. Apart from the effects
of bisphosphonates on osteoclasts and osteoblasts preclinical studies show that bisphosphonates may
have direct growth inhibitory effects on cancer cells by inhibition of farnesylation of proteins. The aim of
our study was to evaluate the effects of the bisphosphonate ibandronate (Iban) on the growth of prostate
cancer cell lines alone and in combination with taxanes and to analyze the role of farnesylation for the
growth inhibitory effect.

Material & Methods: The prostate cancer cell lines PC3 and LNCaP were treated with Iban alone or
in combination with docetaxel (Doc) or paclitaxel (Pac). The cell lines were incubated with increasing
concentrations of each substance for 5 days. Viable cells were evaluated by MTT assay and growth
inhibition was calculated.

Results: The growth of the cell lines PC3 and LNCaP was inhibited in a dose dependent manner by Iban.
IC-50 values range from 6.6x10-°uM in PC3 to 9.0x10°uM in LNCaP. Growth inhibition was completely
antagonized by addition of various concentrations of farnesol. (Doc) and Pac showed no significant growth
inhibition if used in concentrations of 4nM (Doc) and 107M (Pac). In contrast, combination of Iban 10-°*M and
Doc or Pac resulted in significant reduction of viable cells to 10% (Iband/Doc) and 11% (Iban/PaC) in PC3
and 76% (Iban/Doc) and 42% (Iban/Pac) in LNCaP compared to the control.

Conclusions: Ibandronate is a potent inhibitor of prostate cancer cell lines and blocking of
farnesyltransferase seems to be the major target of Iban. Furthermore synergistic/additive effects of Iban
and taxanes may enhance response to standard chemotherapy in patients with metastatic prostate cancer.
The mechanism of synergism between Iban and taxanes is not known to date. Whether growth inhibition is
linked to the mevalonate pathway and/or Bcl-2 is the aim of further investigations.
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Prostate cancer 3DCRT: Do gene profile highlight morbidity protection?
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Introduction & Objectives: Despite 3DCRT, 5-10% patients (pts) treated for prostate cancer can still
suffer from significant morbidity (tox). Based on recent findings where abnormal transcriptional responses
to DNA damage were associated to acute tox, trying to identify markers predicting late rectal bleeding
(Irb), we analysed 35 genes involved in DNA-repair or pathways known as targets for RT. Pts were selected
within the AIROPROS 0101 trial, designed to study the correlation between Irb and dosimetric parameters.
Accurate dose-volume information (DVH) were available thus helping minimize or avoiding the potential bias
due to inaccuracy in dose delivery.

Material & Methods: 30 pts undergoing high dose (>74 Gy) CRT (minimum follow-up: 24 months) were
selected: a) 10 pts in the low risk group (V70<15% and V50<45%) showing G2-3 Irb (“radio-sensitive” pts);
b) 10 pts in the high risk group (V70>25% and V50>60%) with G2-3 Irb; c) 10 pts in the high risk group
showing no tox (“radio-resistant” pts). As control group 10 healthy donors were used. Quantitative RT-PCR
was performed using Tagman Assays-on-Demand on RNA from lymphoblastoid cells (LCL) obtained from
EBV-immortalized peripheral blood mononuclear cells. LCLs from each pt were partly irradiated using a
187Cs source (5Gy), partly left untreated. Inter- and intra-group expression levels with and without RT and
class prediction were compared using the BRB ArrayTools, at p<0.05.

Results: Intra-group comparison before and after RT showed that RT modulated 75% of the analyzed
genes in at least one of the 4 groups and most were up-regulated. 10 genes were modulated in the
“resistant”, 4 were decreased by RT. The other groups presented 18-21 modulated genes, most of them
(14-20) RT induced. Inter-group comparison highlighted many differences before treatment, mostly
among the “resistant” and the “sensitive” groups. 10 genes, mainly involved in cell cycle, DNA repair and
proteasome degradation were significantly higher in the “resistant” suggesting a protection from adverse
reactions. Differences were strongly reduced after treatment, when only 3 genes were modulated. Most
genes were expressed at the same levels in untreated “resistant” pts and in all the other groups after RT,
including healthy donors, suggesting a constitutive activation of these genes in the “resistant” pts. One of
the identified genes distinguishes resistant pts from the others.

Conclusions: To the best of our knowledge this is the first report identifying genes predicting pts radio-
resistant to Irb. Pts showing no Irb despite high-risk DVH reveal several genes with higher basal levels than
other pts/donors. One of these genes might be proposed as a putative biomarker able to predict late tox
protection. Markers recognizing pts at low risk for late tox could permit the use of more “flexible” DVH
constraints and/or to safely deliver higher RT doses.

This study is partially financed by Fondazione |. Monzino
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Identification of novel molecular pathways implicated in invasion and metastasis of prostate
cancer

Dahlman A.%, Liao Persson J.%, Bjartell A.2
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Department of Urology, Malmd, Sweden

Introduction & Objectives: We and others have previously reported that the gene encoding cysteine-rich
secretory protein 3 (CRISP-3) is one of the top three most upregulated genes in prostate cancer (PCa).
Elevated levels of CRISP-3, in combination with decreasing levels of its binding partner microseminoprotein
(MSP), has been shown to correlate with poor outcome in patients with PCa. Advanced PCa with

invasive phenotype and prostate intraepithleial neoplastic lesions are particularly positive for CRISP-

3. We hypothesise that an increased expression of CRISP-3, possibly in combination with a decreased
expression of MSP, push the tumour cells to a more invasive and metastatic phenotype. In the present
investigation, we wanted to examine ceullular and subcellular expression patterns of CRISP-3 and MSP and
their correlation with androgen receptor (AR) in BPH and matched malignant tissue specimens from PCa
patients, as well as in prostate cancer cell lines. Also, to investigate whether expression of CRISP-3 and
MSP is regulated by AR in response to androgen stimulation.

Material & Methods: In situ hybridization and quantitative real-time PCR (QPCR) were performed to
determine the levels of gene transcripts. Immunohistochemistry and immunoblotting (WB) were performed
to quantify the protein expression. We used patient material from 3 benign and 7 malignant PCa tumors,
and the following cell lines: LNCaP, 22Rv1, C4-2, DU145 and PC-3.

Results: In patient material, strong CRISP-3 staining is detected in advanced PCa tumours of Gleason
score 4 and more, but not in benign tissue. CRISP-3 expression is concentrated to areas of strong AR
expression. CRISP-3 was expressed at both mRNA and protein levels in the androgen responsive cell lines
LNCaP, 22Rv1 and C4-2. Interestingly, CRISP-3 expression was barely detectable in the AR mutated cell
lines DU145 and PC-3 as determined by both QPCR and WB analysis. High levels of MSP mRNA expression
were detected in LNCaP cells and in the LNCaP-derived metastatic subline C4-2. MSP mRNA was barely
detected in androgen independent DU-145 and PC3 cell lines. Interestingly, MSP protein expression was
detected in all five cell lines (the 10,7kDa monomeric form), but at highest levels in androgen dependent
cell lines LNCaP and C4-2 (both the monomeric and the 21kDa dimeric form). Others have reported the
presence of androgen responsive elements in the CRISP-3 promotor. We are investigating the effect of
androgen stimulation and AR inhibition on CRISP-3 and MSP expression.

Conclusions: AR positive cell lines express CRISP-3 and MSP, whereas AR negative cell lines do not. This
would indicate a role for AR in mediating the expression of CRISP-3. Most advanced PCa tumours exhibit
extremely high levels of AR and they also express high levels of CRISP-3. Our preliminary results suggest a
correlation between AR and CRISP-3/MSP in prostate cancer progression.
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Differential influence of chemo resistance on radio sensitivity in human normal and tumour
cells

Bottke D., Bartkowiak D., Ness-Dourdoumas R., Wiegel T.
University Hospital Ulm, Dept. of Radiotherapy and Radiation Oncology, Ulm, Germany

Introduction & Objectives: Despite the clinical importance of combined radio-chemotherapy, the
mutual modulatory capacity of the two treatment modalities is poorly understood. We analysed the radio
sensitivity of wild type cell lines and their chemo resistant derivatives and conducted experiments to point
out mechanisms which may underlie the observed modifications.

Material & Methods: A549 and Calul lung cancer, SW620 colon carcinoma, PC3 prostate cancer and
the immortalised TK6 lymphoblastoid cell lines were tested. Chemo resistance was induced by intermittent
exposure to doxorubicin, taxol or cisplatin, respectively. Radio sensitivity was determined by colony
forming assay. An MDR-phenotype was tested for by Rhodamine-123 efflux experiments. The cell cycle
response to radiation and cell death kinetics after serum depletion were measured by flow cytometry.

Results: Doxorubicin resistant A549 cells were significantly more radio tolerant than wild type A549.
Inversely, taxol selected PC3 cells were more sensitive to X-rays. In SW620, Calul and TK6 cells, no
unequivocal change in their radio response was observed after chemo selection. Of the five chemo
resistant cell lines, only SW620 had a clearly improved Rhodamin-123 efflux. Cell cycle arrest after 2 Gy,
indicating ongoing DNA-damage repair, was differentially prolonged in the slightly radio sensitized cisplatin-
selected SW620 cells. After 5 Gy, the massive arrest reactions did not allow to distinguish parental and
chemo resistant daughter cell lines. Cell death (apoptosis) kinetics after serum withdrawal appeared
accelerated in Calul but delayed in TK6, both of which exhibited a uniform radio response, irrespective of
their chemo tolerance. Only in taxol selected PC3, an increased loss of viable cells corresponded to their
radio sensitized phenotype.

Conclusions: Two out of five cell lines had an altered radio sensitivity after long term selection with
cytostatic drugs. Neither MDR associated effect nor altered cell cycle response and DNA-repair nor early
cell death kinetics could unambiguously explain the observed reactions. Structural resistance resulting
from modified glutathione content is a further candidate parameter to be investigated.
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Mono- versus multi-disciplinary clinic for prostate cancer patients in the decision making
process
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2Fondazione IRCCS Istituto Nazionale dei Tumori, Head Prostate Program, Milan, Italy, 3Fondazione

IRCCS Istituto Nazionale dei Tumori, Div. of Urology, Milan, Italy, “Fondazione IRCCS Istituto Nazionale dei
Tumori, Div. Radiation Oncology, Milan, Italy, SFondazione IRCCS Istituto Nazionale dei Tumori, Div. Medical
Oncology B, Milan, Italy

Introduction & Objectives: The continual and rapidly expanding range of potentially efficacious
treatment options for prostate cancer introduces therapeutic dilemmas about the optimum management
plans and how these should be presented to patients (pts).

Coordination and communication between health-care team members and pts during the decision making
process are aspects of cancer care that need to be improved.

In the attempt to optimize the management of the decision making process and reduce the risk for pts

to receive contrasting and cloudy treatment indications, we organized a multidisciplinary (MuD) clinic
(MuD consultation and clinical case discussion) with a team of urologists, radiation oncologists, medical
oncologists and psychologists.

This explorative survey is aimed at identifying the differences perceived by clinicians between a MuD or a
monodisciplinary (MoD) approach in the decision making process.

Material & Methods: Using an in-depth semi-structured interview, nine clinicians (three urologists, three
radiation oncologists and three medical oncologists) who participate in the Prostate Program MuD Clinic
at Milan National Cancer Institute and who work in Mod- and MuD clinical settings were interviewed in
February 2007.

Results: According to the interviewed clinicians, in a MuD setting:

* Pts receive more complete, correct, univocal and consistent information

* Pts’ needs are better understood thanks to the co-presence of several clinicians and their different
points of view

e ltis possible (for the clinicians) to share the patient’s moods with colleagues

* The interdisciplinary exchange facilitates a scientific up-to-date common knowledge

* The co-presence of more clinicians reduces the risk of one physician to become the leader and
promote greater patient control

According to the interviewed clinicians, in a MoD setting :

A more intimate relationship can be created

e Pts’ specific questions can be better met

* ltis easier for clinicians to reach a good work organisation

Conclusions: Preliminary results suggest that the characteristics of a MuD care setting for prostate
cancer can help clinicians and pts during the decision making process. In particular, this approach seems
to facilitate the shift from a paternalistic model of the physician-pt relationship, to a greater autonomy

by pt. Despite the difficulties related to the organization of a MuD setting, this approach provides factual
information and elucidates values embodied in the different opinions, helping the pt make “his choice”.

The psychological support to prostate cancer patients is supported by a grant from Fondazione |. Monzino,
Milan, Italy.
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Dynamics of the protein sprectrum changes in blood plasma and erythrocytes of patients with
prostate tumors

Alibegashvili M., Kotrikadze N., Chigogidze T.2, Managadze L.2, Bochorishvili 1.

Thilisi State University, Cancer Cell Biology, Thilisi, Georgia, 2Thilisi State University, Urology, Thilisi,
Georgia

Introduction & Objectives: In a course of occurrence, growth and metastasis spreading of the tumors
an inner environment of the organism changes considerably, which is mostly due to deterioration of
protein, fat, carbohydrate and nucleoproteid metabolism, which is reflected respectively in the blood.
These alterations, on the one hand, must be determined by the metabolism characteristic of tumor cell
and, on the other hand, by the organism response to the tumor existence. The aim of the investigation was
to determine whether changes in organism of the patients with prostate tumors would reflect the protein
spectrum of blood plasm and erythrocytes’ membrane (electrophoretical pattern). also to evaluate the
specificity of the mentioned alterations

Material & Methods: Protein concentration was detected by method of Lowry. Electrophoresis of

the proteins in dissociation conditions was performed at 10-25% gradient of polyacrilamide gel with

0,1% sodium disulfate (sds) using system “Lammli”. Electroforesis was performed by “Hoefer scientific
instruments SE-200"device during 3,5 hours. Gel was stained by Cumassie Blue G-250). The following
markers of were used for electrophoresis: thyreoglobulin (330 KD), Catalase (60KD), lactatdehydrogenase
(36KD). pheritin (18,5KD)

Results: Sharp difference in electrophoretic pattern has been found between practically healthy subjects
and the patients with prostate tumors in blood plasma, the protein fractions with weight of 78 kD,98 kD
and 32,38,41 kD were determined. Sharp difference in electrophoretic pattern has been found between
practically healthy subjects and the patients with prostate tumors in blood erythrocytes’ membrane, the
protein fractions with weight of 180kD, 70 kD, 60 kD, 36 kD and 120 kD were determined.

Conclusions: Sharp difference in electrophoretic pattern has been found between practically healthy
subjects and the patients with prostate tumors in blood plasma. spacifically, in prostate adenocarcinoma
the protein fractions with weight of 78 kD were determined, while, in benign hyperplasia with AAH-regions
the protein fractions of 98 kD have been found. As to low-molecular protein fractions (32,38,41 kD), these
were found in benign prostate hyperplasia only. It was shown that increase of the protein fractions of

135 and 88 kD occurs in parallel with the disease aggravation. As to erythrocytes’ membrane proteins,
the Specific changes in protein content of the membrane has been observed during the prostate tumor
development, especially in patients with prostate hyperplasia and prostate hyperplasia with PIN regions. in
this cases appearance of the low molecular weight proteins has been revealed (180kD, 70 kD, 60 kD, 36
kD 120 kD), that is not specific to erythrocytes’ membrane.
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Investigation of the blood erythrocyte membrane transporting function in the men with prostate
adenocarcinoma, before and after plastic orchiectomy

Kotrikadze N.*, Veshapidze N.!, Managadze L.2, Chigogidze T.2, Zibzibadze M.}, Alibegashvili M.*
ITSU, Biology, Thilisi, Georgia, 2TSU, Urology, Thilisi, Georgia

Introduction & Objectives: Enzyme Na+/K+-ATP-ase is exposed in such high specialized cells

as erythrocytes. Erythrocytes can be used as a model for Na+/K+-ATP-ase activation research in
biomembranes. Proceeding from all mentioned above, for us was very important to study in men patients
with prostate adenocarcinoma (Cap) transportation function changes of erythrocytes before and after
plastic orchiectomy on the example of Na+/K+-ATP-ase activation changes and Na+ and K+ permeability.

Material & Methods: Revealing of the erythrocytes membrane was performed by Hast’s method.
Protein concentration was detected by method of Lowry. Determination of Na+/K+ -ATP-ase activity was
determined by the amount of inorganic phosphor, after the hydrolyse of ATP, and the permeability of Na +
and K + ions was studied by ion metric method.

Results: Investigation have shown that activity of the Na+/K+ -ATP-ase does change, meanwhile
concentration of the Na + and K + ions in the medium changes as well in given pathology.

Conclusions: It was determined that after the plastic orchiectomy alterations of the transport function
in the erythrocytes is less pronounced against the pre-surgery indices, which certifies for overall
improvement of the organism, s condition in the given period of the post-surgery state and for partial
recovery of the cellular homeostasis.
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Uro-oncology clinical trials portfolio and the impact of the clinical trials practitioner

Ridley P.t, Scrase C.t, Banerjee G.2, Brierly R.2, Donaldson P.2, Habib M.2, Parry J.2
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Introduction & Objectives: The National Cancer Research Network (NCRN) was established by the UK
Department of Health in April 2001 to provide an infrastructure to support prospective cancer clinical
trials. Its aim is to improve the speed, quality and integration of research. NCRN funding was obtained
to employ the author (PR) as a Clinical Trials Practitioner (CTP) in 2003 to be part of the urology multi-
disciplinary team (MDT) and to provide support in implementing, running and recruiting to clinical trials.
Most CTPs are life science graduates and perform a role analogous to that of a research nurse.

Material & Methods: Clinical trials were selected by interested urologists and oncologists from the
existing portfolio in the UK. After 4 years, the level and diversity of the trials portfolio and of recruitment
into these trials was compared with baseline figures.

Results: In 2002, four urology cancer trials were open to recruitment. These included a radiotherapy trial
for bladder cancer, an immunotherapy trial for renal cancer and two imaging modality studies for testicular
cancer. All were oncologist led. In the period of 2003 to present, 18 new urology trials were opened to
recruitment, a 350% increase. These included 3 prostate radiotherapy trials, 3 prostate hormone therapy
trials, 2 surgical outcome studies (renal and bladder), 5 genetics study (prostate x 2, renal, bladder and
testicular), 3 chemotherapy studies (testicular, bladder x 2), one prostate post-operative physiotherapy
study and one prostate cancer information and decision-making study. Nine of these studies were led

by urologists, one locally led by the clinical trials practitioner and the rest by an oncologist. In 2002, only
one patient was recruited into a urology cancer trial. Since inception of the post, 327 patients have been
recruited into urology cancer studies. 28.7% of these were into randomised controlled trials. Data are
now collected on the number of potential trial patients screened/approached for each trial. In addition, a
dedicated fortnightly trial clinic is run to recruit and follow-up trial patients.

Conclusions: Investing in clinical support in a targeted manner can significantly increase the number and
diversity of clinical studies allowing a wider range of studies to be offered to a larger number of patients.
The diversity of studies also allows a wider range of the multidisciplinary team to become involved in
research. This is particularly true for the urologists who historically have had less opportunity to become
involved in trials compared to oncologists outside of academic institutions.
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To strengthen interdisciplinary research - ESTRO’s GENEPI-ENTB project

Hoelscher T.%, Haustermans K.2, Baumann M.%, Verfaillie C.3

Technische Universitat Dresden, Radiation Oncology, Dresden, Germany, 2Katholieke Universiteit,
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Introduction & Objectives: GENEPI-ENTB (GENEtic pathways for the Prediction of the effects of
Irradiation) - the European Normal and Tumour tissue Bank and database was initiated in 2003 by ESTRO
(The European Society for Therapeutic Radiology and Oncology) as a pan European biobank and database
to facilitate research in the field of radiation research and radiation protection. It is more particularly
dedicated to research in the genetic determinants of the variation in individual radiation sensitivity. With
more than 10.000 tissues of 5800 patients banked, GENEPI is currently one of the largest dedicated
infrastructures in this field.

A key feature of GENEPI is a public query tool, allowing interested research groups to assess the
suitability of the infrastructure for their research purposes. Through this low-threshold access the GENEPI
Consortium wishes to encourage GENEPI-supported research projects.

Current Project Status: While the first phase of the build up of the GENEPI infrastructure focused on
breast- and head & neck cancer, the 2nd phase will put the emphasis on prostate cancer patients treated
with radical radiotherapy. Being at risk for side effects that are known to develop after years of follow-up,
this patient group will be an important target for GENEPI-based research. In a central database patient,
tumour and treatment related data are stored. DNA containing material is collected before the start of
treatment and outcome is prospectively and actuarially assessed. Radiotherapy related side effects are
carefully documented for a minimum period of 5 years.

For a subset of patients in addition radiation treatment plan information will be accessible in the

central database. During the current funding period a tool will be developed to allow the comparison of
radiotherapy treatment plans of different patients.

The GENEPI consortium offers to participants a common informed consent procedure and ethics
counselling, recommendations for processing and long term storage of material and ensures the long term
availability and maintenance of the infrastructure.

Conclusions: GENEPI is open to all disciplines and has the capacity to integrate also BT, EBRT and
surgery patients. New contributors are welcome and all research groups, wishing to evaluate the potential
of the GENEPI resource for their future research are encouraged to access the facility after self-
registration at www.genepi-estro.org.

Funded by EURATOM / EC (FP6-036437)
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The CT post-processing in the evaluation of the urothelial neoplastic lesions
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Introduction & Objectives: To evaluate the diagnostic accuracy of the 2 and 3D reconstruction in the
evaluation of the neoplastic lesion in the urinary excretory system.

Material & Methods: Between November 2006 and May 2007 25 patients, with hematuria without flank
pain and positive or suspicion ultrasound findings for urothelial tumor, were evaluated with 16 Multidetector
CT multiphasic post-contrastographic examination after iv injection of diuretic, using specific protocol
acquisition. All examinations were integrated with 2 and 3D reconstructions: MPR, Curved Plane, MIP,
Virtual Endoscopy, Volume Rendering using an independent workstation.

Results: In 18/25 cases the urothelial neoplastic lesion were detected with surgery confirmation; 3/25
cases were negative, in 4/25 cases were identified small uretheral stones. In all 18 cases the 2 and 3D
reconstructions confirmed the lesion (stenotic or endoluminal finding of the lesion) with good helpful in the
local staging and optimal diagnostic accuracy.

Conclusions: The 2 and 3D reconstruction may help the surgery planning with good spatial definition of
the lesion and surgery time reduction.
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Accuracy of imaging guided fine needle percutaneus biopsy of renal masses
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Introduction & Objectives: In some cases of uncertain lesions of the kidney it would be helpful to
perform biopsies for preoperative histopatological evaluation. Biopsy results are used to confirm the
diagnosis of renal cancers, metastases, and infections, and there is increasing evidence to suggest that
biopsy can help subtype and grade many primary renal cancers.

Material & Methods: We evaluated the accuracy and clinical role of imaging guided fine needle
percutaneous biopsy of renal masses in 54 patients. Tumor biopsy was performed with a 18 gauge needle
using helical CT guidance in 4 patients, or ultrasound guidance in 50 patients. All patients underwent
surgery.

Results: Biopsy material was insufficient for analysis in 5 (9.2%) procedures. Median tumor size of

failed biopsies was 4.1 cm. There were 3 (5.5%) biopsies which revealed necrosis and were considered
inconclusive. Median tumor size of a larger necrotic tumor was 9.6 cm. A benign lesion was found in

5 (9.2%) biopsies (all oncocytoma). Biopsy findings were positive for malignancy in 41/54 (75.9%). All
patients underwent surgery. In patients with positive biopsies, biopsy accuracy for histopathological
tumor type and Fuhrman nuclear grade in tumors smaller than 4 cm was 90.5% (19/21) and 71.4%(15/21),
respectively. In renal neoplasms more than 4 cm the accuracy for histopathological tumor type and
Fuhrman nuclear grade was 88% (22/25) and 84% (21/25), respectively. In tumors smaller than 4 cm.,
12% were benign lesions (3/25), and 16% biopsy material was insufficient for analysis (4/25). One patient
presented late haematuria and hospitalization required.

Conclusions: In our experience, 12% of tumors smaller than 4 cm were benign. Fine needle biopsy of
small renal masses could select benign lesions for which observation might be an alternative to surgery.
Biopsy with imaging guidance could be a key point in tailored management of small solid renal masses
and provide important information to those patients with renal masses. The accuracy of fine needle biopsy
in identifying histological tumor type was high. Biopsy was less accurate in evaluating Furhman grade.
However, 16% of small renal tumors, biopsy material was insufficient for analysis.
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Detection of renal neoplasms in patients with prior normal abdominal imaging: Insight into the
natural history of renal tumors
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Introduction & Objectives: The incidental detection of enhancing solid renal lesions has growth
substantially due to increased use of cross sectional abdominal imaging to evaluate abdominal
symptomatology. Patients undergoing abdominal imaging may develop a renal lesion suspicious for
malignancy during their follow-up of an unrelated disease process. In a recent review of the literature was
analyzed the natural history of untreated solid localized renal lesions (Chawla et al. 2006), the mean growth
rate of these patients was 0.28 cm yearly.

Material & Methods: A retrospective review of our Institution’s renal cancer data base was performed
for patients who developed an enhancing renal mass with a prior normal evaluation of the kidneys.
Variables evaluated included: age, date and type of initial and follow-up radiographic examination, time
interval between normal study and positive study, lesion size, growth rate, available pathology and clinical
features. We used statistics tests Mann-Whitney and Kruskal Willis to compare non parametrics tests.

Results: We identified 36 patients. Average age: 67.3 yrs (range 33-86). Average time between normal
renal imaging and development of an enhancing renal mass was 37.5 months (median 29.5, range
4-180). We assumed a linear growth of the tumors, with a median growth rate of 2.7 cm yearly. Ten

of these lesions (27.7%) were symptomatics. Mean mass size was 4.8 cm (range 2-12.5). All patients
have undergone surgical intervention. Pathological subtype more frequent was clear cell (63.9%); only 4
oncocytoma (11.1%). Pathological stage more frequent were: PT1a in 18 cases. None of 21 patients with
tumors smaller than 4 cm progressed (0%). Four of 15 patients with tumors larger than 4 cm progressed
to metastatic disease (26.6%) (p<0.05). In 32 of 36 patients (88.8%) the mean growth rate was superior
than 0.5 cm/year. We did not observe significant differences in median tumor growth when we compared
sex (male, female) (p 0.525); age (<65 years-old, > 66 years-old) (p 0.179); clinical features (symptomatic,
asymptomatic) (p 0.116); hystological type (p 0.330); Fhurman grade (p 0.283) or pathological stage (p
0.325).

Conclusions: The natural history of renal masses is considered according a several published series of
untreated solid localized renal lesions. In these cases tumors grow at a slow rate. Furthermore, metastatic
and cancer specific death are low. In our cases, tumor growth was assumed to be linear, however the true
growth kinetics of renal lesions has not been established. We have observed a greater yearly growth rate,
a superior rate of symptomatic patients and worse prognostic factors than the published previously. Two
types of renal tumors may probably exist: a masses with slow growth and benign behaviour and others
with worse evolution. When we have reviewed the literature, at the moment, we are not able to identify both
groups.
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Introduction & Objectives: Aim of the study was to evaluate the role of Contrast Enhanced
Ultrasonography (CEUS) using a low-mechanical index ultrasound contrast agent in the characterization of
solid or complex renal masses.

Material & Methods: 40 patients (mean age 61.6 yrs, M/F = 26/14) with 40 focal renal lesions (solid in
34 cases, complex in 6; mean diameter = 45.1 mm, range 12-100 mm; incidental finding in 32 patients;
hematuria and/or flank pain in 8 cases) underwent sonographic examination with and without CEUS
(Sonovue, 2,4 mli.v.). Dual-phase spiral CT with iodinate medium contrast was carried out in all cases.
27 patients underwent US-guided biopsy and 21 were operated on (total nefrectomy in all but one); in 6
cases diagnosis was made on clinical and imaging findings. At histopathology (after percutaneous biopsy
and/or surgery) cancer was diagnosed in 30 cases (28 adenocarcinomas and 2 urothelial cancers). The
remaining 10 patients had Benign Lesions (4 angiomyolipomas; 3 complex cysts; 1 fibroadipose tissue; 1
oncocytoma; 1 chronic pyelonehritis).

Results: If contrast enhancement in the early arterial phase was considered as a positive test result,
CEUS diagnostic capabilities were as follows: Sensitivity (SE) 70 %, Specificity (SP) 70%, Predictive Value
Positive (PVP) 87.5%, Predictive Value Negative (PVN) 43.7%, Overall Accuracy (OA) 70%. CEUS false
negative results were due to 9 renal cell carcinoma (of which 4 were papillary forms). CEUS false positive
results were due to 2 cases of angiomyolipoma and the single case of oncocytoma. If only complex
masses were considered then SE, SP, PVP, PVN and OA were 100% since none of the 3 benign cysts
showed enhancement after Sonovue injection and all the 3 renal cancers had a positive CEUS.

Conclusions: Our results show that CEUS has a limited diagnostic role in the evaluation of solid renal
masses due to avascular tumors (especially the papillary renal cancer) and hypervascular benign lesions
(such as angiomylipoma and oncocytoma). On the other hand CEUS is capable of discriminating benign
form malignant complex masses with a high grade of accuracy.
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Introduction & Objectives: The past decades have changed significantly the diagnosis and management
of RCC. The introduction of multislice computed tomography (MSCT) in the last few years has transformed
computed tomography from a transaxial cross-sectional technique into a true three- dimensional (3D)
imaging modality — half of RCC are discovered incidentally and many are early stage lesion. There is a
growing trend for more limited surgical resection e.g. parietal nephrectomy, percutaneus thermo ablation.
The challenges of renal tumor imaging accurate delineation of the extent of the disease to ensure optimal
treatment planning.

The aim of the study is to present our experiences in diagnosis and monitoring of renal cell carcinoma
before and after thermo ablation /TA/.

Material & Methods: Abdominal MSCT was performed in 36 patients before TA 6 months after and 2
years after TA.

The patients underwent non-contrast MSCT and contrast — enhanced examinations after the injection of
100 ml of non-ionic contrast medium / at a flow rate of 2,5-4,5 ml/s / at the arterial and parenchymal
phases

Using axial scans MPR (Multiplanar Reconstruction), MIP( Maximum Intensity Projection) and VR (Volume
Rendering) the three-dimensional(3D) images were obtained.

Results: In all cases using 3 phases MSCT has significantly improved imaging of renal mass include not
only optimal treatment planning but reliable monitoring of tumor destruction after TA.

Conclusions: A major breakthrough offered by MSCT is the ability to image the kidney during various
phases of contrast enhancement. Performed examinations approve the effectiveness of MSCT in diagnosis
and monitoring of RCC after TA. MSCT is recommended as standard diagnostic procedure in monitoring
RCC after thermo ablation.
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Introduction & Objectives: Aim of the study was to evaluate the safety and diagnostic efficacy of US-
guided core biopsy of renal masses.

Material & Methods: 27 patients (mean age 62.7 yrs; M/F = 19/8) with 28 focal renal lesions (solid in

25 cases, complex in 3; right/left = 15/13; mean diameter = 45.4 mm; range 19-100 mm) underwent US-
guided core biopsy with 19 or 18 g needle.

Dual-phase spiral CT with iodinate medium contrast, B-mode and contrast-enhanced US with Sonovue was
carried out in all cases. Clinical and/or imaging uncertainties, high surgical risk , concurrent known primary
tumor were the main indications for percutaneous biopsy.

Results: Under local anaesthesia 34 core biopsies were performed in 28 lesions (27 patients), with

a median number of passes of 1 (range 1-3). Most of bioptic manoeuvres (20 out 34) were carried

out through a free hand technique. Neither immediate or late complications ensued the interventional
procedures. At histopathology cancer was diagnosed in 21 cases (18 renal adenocarcinomas and 3
urothelial tumors); the remaining 6 patients had benign lesions (2 angiomyolipomas; 1 complex cyst; 1
fibroadipose tissue; 1 oncocytoma; 1 chronic pyelonehritis).

The 14 patients who were operated on the final pathological diagnosis confirmed percutaneous biopsy
results (13 renal cancers and 1 angiomyolipoma).

Conclusions: Our results show that US-guided core biopsy is devoid of both minor and major

complications and affords a valuable diagnostic tool in those renal masses in which percutaneous biopsy is
deemed indicated.
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Screening for renal cell cancer in haematuria clinic - is it justified?
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Introduction & Objectives: Incidence and incidental diagnosis of Renal Cell Cancer (RCC) is on the
increase. Early diagnosis improves survival in RCC as surgery is the only curative treatment available.
Patients are screened for presence of this disease mainly in haematuria clinic. We aimed to find out if the
prevalence of haematuria in RCC patients would justify screening for RCC in the haematuria clinic.

Material & Methods: All patients with a diagnosis of RCC between 2000 and 2006 were identified from
local cancer network registry. Data on all 177 patients (112 males, 65 females) were collected from [HS,
pathology and cancer data sets and analysed retrospectively.

Results: 112/177 patients did not have haematuria (p=0.0004, Chi-square test, expected outcome 50%).
Fifty-eight patients had 1-5 RBC's/HPF and 7 patients had >10 RBC's/HPF. Pathological staging was known
for 88 patients. 39/67 stage | & Il patients did not have any haematuria where as 18/21 patients with
stage Il & IV had 1-5 RBC's/ HPF (p=0.0004, Fisher’s exact test).

Conclusions: Only 1/3 of RCC patients have haematuria. RCC patients with haematuria tend to have

advanced pathological disease stage. Hence haematuria clinic is not an effective (cost, survival) screening
portal to diagnose early RCC.
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Impact of body mass index on the prognosis of patients undergoing radical nephrectomy for
nonmetastatic renal cell carcinoma

Kim S.J., Kim K.H., Cho D.S., Kim S.I., Ahn H.S., Kim Y.S.
Ajou University School of Medicine, Department of Urology, Suwon, South Korea

Introduction & Objectives: A significant association of a high body mass index (BMI) with an increased
incidence for renal cell carcinoma (RCC) has been described in several studies. However, the information
on the association between BMI and prognosis in patients with RCC is limited and remains controversial.
In this study, we investigated the association of BMI with prognosis of patients undergoing radical
nephrectomy for nonmetastatic RCC.

Material & Methods: We reviewed the records of 129 patients who underwent radical nephrectomy
for nonmetastatic RCC between March 1995 and May 2005 at our institution and whose BMI data were
available for analysis. Patients were grouped according to BMI based on the Asia-Pacific criteria for
obesity as normal (less than 23 kg/m?), overweight (23 to 24.9 kg/m?), and obese (25 kg/m? or more).
Demographic and clinicopathological parameters were analyzed.

Results: On the basis of BMI, 54 patients (41.9%) were categorized as normal, 37 (28.7%) as overweight,
and 38 (29.4%) as obese. The three groups were not statistically different with respect to age, smoking
history, presenting symptoms, tumor histology, tumor size, T stage, or grade, except sex. Out of 129
patients, 17 patients developed metastases after radical nephrectomy and 13 patients died during

the follow-up period. The cancer-specific and disease-free survival rates at 5 years were 89.9% and
87.7%, respectively, for normal, 76.3% and 76.3%, respectively, for overweight, and 94.1% and 90.8%,
respectively, for obese patients, which did not show statistically significant difference among groups
(p=0.243, p=0.242). The univariate analyses identified presenting symptoms, tumor size, T stage, and
grade as significant prognostic factors for cancer-specific survival, whereas the multivariate analyses
indicated that presenting symptoms, tumor size, and T stage were independent prognostic factors.

Conclusions: Our findings suggest that BMI does not adversely impact on the prognosis of patients
undergoing radical nephrectomy for nonmetastatic RCC.
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Introduction & Objectives: Caveolin-1 has been shown to play an important role in various human
pathological conditions including cancer. However, the role of caveolin-1 in cancers remains controversial
and there are no previous studies about caveolin-1 expression in transitional cell carcinoma of the upper
urinary tract (TCC-UUT). In the present study, we investigated the relationship of caveolin-1 expression with
prognosis in patients with TCC-UUT.

Material & Methods: Formalin-fixed, paraffin-embedded tissue sections of TCC-UUT from 98 patients,
who had undergone radical nephroureterectomy, were stained immunohistochemically using antibodies
against caveolin-1. The expression pattern of caveolin-1 was compared with the clinicopathological
variables.

Results: Out of the 98 sections, positive immunostaining for caveolin-1 was observed in 10 sections
(10.2%). The caveolin-1 expression was significantly correlated with T stage (p<0.001) and grade (p=
0.036). The survival rate of patients with caveolin-1 positive tumors was significantly lower than that of
patients with caveolin-1 negative tumors (p<0.0001). The univariate analyses identified T stage, grade,
and caveolin-1 expression as significant prognostic factors for cancer-specific survival, whereas the
multivariate analyses indicated that T stage and caveolin-1 expression were independent prognostic
factors.

Conclusions: The increased expression of caveolin-1 is associated with tumor progression and poor

prognosis in TCC-UUT, suggesting that caveolin-1 may play an important role in the progression of TCC-
UUT.
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Laparoscopic cryotherapy for T1 renal tumours. Technique and initial results from a UK centre

Eddy B.%, Birnie A.%, Coughlin G.%, Rane A.2, Anderson C.*

1St. Georges Hospital, Urology, London, United Kingdom, 2East Surrey Hospital, Urology, London, United
Kingdom

Introduction & Objectives: Over recent years there has been an increase in popularity for probe ablative
techniques for T1 renal tumours. We report are experience using laparoscopic cryotherapy, describing the
technique and reporting our initial results.

Material & Methods: Ethical approval was obtained from the novel process committee.

All patients have been followed prospectively over the last 2 years. Intraoperatively all tumours were
exposed, localised with ultrasound and biopsied. Operative times, blood loss, transfusion rates, post
operative stay and complications were recorded. Patients have been followed up initially at three and six
months with contrast enhanced CT.

Results: To date we have performed 19 cases. Mean tumour size was 28mm. All were performed via

a transperitoneal route. Mean operative time was 182min, freeze/thaw cycle 55min, blood loss 60ml
with no patients requiring transfusion. We had 1 technical failure and 1 conversion to open cryotherapy.
Postoperatively we had no major complications and 3 minor complications, 2 patients developing an ileus
and 1 atrial fibrillation.

Follow up on 16 patients showed enhancement in 1(reoperated) and possible enhancing rim in
2(surveillance), all others had no radiological evidence of residual disease on cross-sectional imaging.

Conclusions: We have shown that laparoscopic cryotherapy for T1 renal tumours is a feasible technique
in a UK setting, with good radiological evidence of tumour eradication and a low complication rate. Our
initial results are consistent with published international data however long term follow-up is awaited.
Interpretation of radiological findings at follow up with respect to complete tumour ablation remains
difficult. Consideration should be given to broadening our indications to include younger patients requiring
nephron sparing renal surgery.
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Survivin expression in renal cell carcinoma
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Introduction & Objectives: The renal cell carcinoma (RCC) is characterized by a poor prognosis, almost
unchanged for decades, because of its late presentation and/or high degree of intrinsic or acquired
resistance to chemotherapy. The classical prognostic parameters, such as histologic type and grade,
performance status, patient age, number and site of metastases, thrombosis of caval vein, necrosis,
multicentric growth pattern, do not always have an unequivocal role for the correct management of RCC
patients, in order to improve their clinical outcome. Moreover, tumour biology of RCC still remains poorly
understood. Therefore, the prognosis of the single cases of RCC often persists as unpredictable.
Considerable interest has been focused on the identification of regulators of programmed cell death or
apoptosis, which may influence the cell death/cell viability balance in cancer. In particular, deregulation of
apoptosis resulting in aberrantly reduced cell death is thought to participate in cancer by facilitating the
insurgence of additional transforming mutations. In addition to pro- and anti-apoptotic bcl-2 molecules, a
gene family of inhibitors of apoptosis (IAP) has recently been identified.

Survivin is a recently characterized IAP, which is found abundantly expressed in solid and haematologic
malignancies, but which is undetectable in most normal adult differentiated tissues. Survivin may also
represent a reliable indicator of disease progression, and retrospective analysis of several solid tumours
has linked survivin expression to decreased overall survival, negative predictive indicators of aggressive
disease, resistance to therapy, and accelerated rates of recurrence.

The aim of this study was to investigate the expression of survivin in RCC and its potential value as
predictor of RCC progression and death from RCC.

Material & Methods: A series of 49 cases of RCC were analyzed for survivin expression by
immunohistochemical technique, in paraffin embedded RCC samples. Protein expression has been
compared to clinical and histopathological data to disease of RCC patients.

Results: Survivin expression significantly segregated with poorly differentiated tumors, advanced tumors
stages and more aggressive variants of RCC (P<0.05). When analysed for prognostic significance, patients
with low survivin expression had statistically significant better survival rates than the group with high
survivin expression (P<0.05).

Conclusions: These data suggest that survivin expression in RCC may identify patients at risk of more
aggressive disease. This may be potentially relevant for implementation of closer follow-up protocols and/
or alternative therapeutic regimens. These findings reiterate the importance of de-regulation of apoptosis
as a critical pathogenetic component of tumour progression and identify survivin as a potential novel
marker of aggressive cancer of the kidney.
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Critical mass: Can tumour volume predict the natural history of small renal masses?
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Introduction & Objectives: The rising number of incidentally detected small renal masses has led to a
new conundrum in management for the urologist. Previous observational studies based on unidimensional
cross-sectional measurements (Lamb et al, 2004) have reported growth rates of less than 1cm per year;
suggesting these masses behave differently from larger more aggressive tumours. We investigate if a
computer algorithm based on tumour volume can aid in prediction of the natural history of small renal
masses (Fig 1).

Material & Methods: Patients with solid renal masses who were unfit or unwilling to undergo curative
radical nephrectomy were identified from a database of 921 patients. No patient had evidence of
metastatic disease on initial CT scanning, and no patient underwent minimally invasive therapy eg
radiofrequency ablation. After opting for supportive care only, further imaging was performed if symptoms
deteriorated. Tumour dimensions and scan dates were entered into the algorithm, to calculate volume, size
at ten years, and doubling time.

Results: 60 patients, with a median tumour size of 5.7cm (range 1.5-13.3cm) and average age 76 years
were identified. 34 patients underwent follow-up scanning and just under half had confirmatory biopsy. Of
the 34 with follow-up imaging, 15 exhibited no change in dimensions, a median of 10 months (4 — 23) after
initial radiological diagnosis. In this group 8 patients underwent biopsy with 6 definitive biopsies, and 2
equivocal or necrotic.

19 patients had tumour growth in at least one dimension, though CT scanning was carried out significantly
later, median 20 months (range 3-89, p=0.017). There was no significant difference in original size of
tumour between the two groups. In this group, eight patients underwent biopsy, of which 7 were definitive
and 1 necrotic.

Two patients in the cohort had growth rates exceeding 1 cm/year and using the algorithm, the median
tumour doubling time was 23 months (3-51)

Only two patients had radiological confirmation of new metastatic disease during follow-up. These patients
had doubling times of 3 and 26 months, and doubling time was not significantly correlated with metastases
(r’=0.311, p=0.194); nor was a unidimensional growth rate of more than 1cm/year. However, tumour
volume of over 1000cc was strongly associated with development of metastatic disease (r>=0.778,
p=0.002).

Conclusions: Unidimensional measurements underestimate changes in tumour volume and tumour growth
rates do not appear to stratify the development of metastatic disease. However, the development of a
tumour volume of greater than 1000ccs appears to be a critical event in the development of metastatic
disease in this cohort though a prospective study is required for verification.
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Prognostic factors of lymph node invasion in patients with localized and locally-advanced renal
cell carcinoma

Alekseev B., Rusakov I., Kalpinskiy A., Frank G., Andreeva Y., Nyushko K., Vorobyev N.
Moscow Hertzen Oncology Institute, Oncourology, Moscow, Russia

Introduction & Objectives: To assess the role of prognostic factors in the rate lymph node invasion (LNI)
in patients with localized and locally-advanced renal cell carcinoma (RCC).

Material & Methods: A retrospective cohort study was performed in 730 patients with RCC who had
been treated from 1992 till 2007. 378 patients undergone radical nephrectomy (RN), in 352 patients
nephrectomy without regional lymph node dissection (LND) was performed. The mean age of patients
undergone RN was 55.5 years, tumor size — 6.9 cm, respectively. A male-to-female ratio was 1.2/1. The
clinical stage was | in 154 (40.74%) patients, Il in 120 (31.75%), Ill in 104 (27.51%). Chi-squared test and
logistic regression were used for multivariate analysis.

Results: LNI was diagnosed in 27 (7.14%) patients. In 12 (3.17%) patients metastases in lymph nodes (LN)
were detected preoperatively with the help of ultrasound and computer tomography, in 15 (3.97%) patients
LNI diagnosed during morphological examination of excised LN. The mean number of LN removed was
8.55 (range 2 — 25), mean number of metastases in each patient was 2.33 (range 1 — 8). Patients with LNI
had significantly larger tumors in diameter than those without (mean 9.7 cm vs. 6.9 cm). The rate of LNI
was 2 .07% in patients with tumor size < 5.0 cm, 6.95% in patients with tumor size 5.1 — 10.0 cm (Fisher
exact one-tailed, p = 0.0397); 21.95% in patients with tumor size 10.1 to 15 cm (p < 0.001) and 50% in
patients with tumor size > 15 cm (p < 0.01). A statistically significant correlation between the clinical stage
and size of the tumor and the rate of LNI (p < 0.01) was observed in multivariate analysis.

Conclusions: Tumor size and clinical stage of the tumor are the most important prognostic factors of
LNI rate in patients with RCC. The frequency of LNI in patients with clinically localized RCC is low (3.97%).
Regional LND is recommended only in patients with tumor size more than 5 cm, or enlarged LN diagnosed
before the operation. In patients with tumor size <5 cm and absence of enlarged LN, regional LND can be
omitted.
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Introduction & Objectives: The dystroglycan (DG) complex is a transmembrane glycoprotein composed
by two sub-units (a and B) that forms a continuous link from the extracellular matrix to the actin
cytoskeleton. Deregulated expression of DG has been reported in a variety of human malignancies and
related to tumor differentiation, aggressiveness and survival in breast cancer.

Material & Methods: The expression of a-subunit of DG was evaluated by immunostaining in a series of
125 renal cell carcinomas (RCCs) and its relation with clinical-pathlogical parameters, disease progression
and cancer-specific survival was evaluated.

Results: The median follow-up is 19 months (range 1-96). We found that a-DG expression was lost in a
significant fraction of tumors (66%) with 18% being the mean percentage of positive cells (median = 0;
range = 0-80%). Loss of a-DG staining correlated with higher tumor grade (p = 0.039) but not with tumor
stage or size. Recurrence (p = 0.014) and death (p = 0.041) from RCCs were significantly more frequent
in patients whose tumors displayed reduced staining for DG compared with patients whose tumors were
positive for a-DG expression. Kaplan-Meier analysis showed a significant separation between high vs

low a-DG expression for both disease-free (p = 0.0094) and overall (p = 0.0023) survival. At multivariate
analysis, loss of a-DG expression was the only independent risk predictor for recurrence (HR = 6.509, p
=0.0012) and death (HR = 4.701, p = 0.012) from RCCs when tumor size, tumor grade and stage were
included in the model.

Conclusions: Our findings demonstrate that loss of a-DG expression, corresponding to loss a functional
DG complex, is a frequent event in human renal tumorigenesis and is associated with an aggressive
phenotype of the disease and a worse prognosis. We suggest that evaluation of DG expression has the
potential to offer important prognostic information and warrant further studies to better understand the
role(s) of DG in term of renal cancer development and as a new prognostic marker for RCC patients.
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Introduction & Objectives: Collecting duct carcinoma (CDC) or Bellini duct carcinoma is a rare type
of renal tumour, with a very aggressive behaviour and a reported mean survival rate of 11.5 months.
The majority of patients presents with hematuria, abdominal pain and weight loss. Until now, there is no
standard therapeutic approach for CDC. We aimed to study prognostic factors and outcome in a single
centre study of 12 cases.

Material & Methods: Of a single centre cohort of 12 patients with collecting duct carcinoma of the
kidney(i.e. all patients diagnosed with CDC in our hospital between September 1991 and October 2004)
clinical data, imaging studies, histology, cytogenetics, therapeutic options and patient outcome were
analyzed retrospectively.

Results: Patients typically presented with systemic symptoms (50.0%) and/or hematuria (33.3%). In one
patient CDC was an incidental finding. Seven patients (58.3%) presented with distant metastases at the
time of the diagnosis. Two patients had another co-existing primary tumour (spinocellular carcinoma of the
lung; adenocarcinoma of the colon). In 8 cases the diagnosis of CDC was made on a percutaneous needle
biopsy (ultrasonography-guided n=6; CT-guided n=2). Four diagnoses were made on the nephrectomy
specimen without a previous diagnostic biopsy. Imaging (CT and MRI) was not specific. Four patients
underwent a radical nephrectomy. Three patients received chemotherapy and/or interferon alpha without
a surgical intervention. The overall median survival was 128 days (range 28-1941). The median patient
survival in case of non-metastatic CDC (MO) was 488.5 days (range 128-1941) compared to 64 days
(range 28-248) in case of metastatic CDC (M1) (LogRank p=0.0157) None of the therapeutic strategies was
associated with a significantly better outcome.

Conclusions: Collecting duct carcinoma of the kidney is an extremely aggressive disease. From our
single-centre analysis, none of the different therapeutic strategies used was associated with a better
outcome. The only factor significantly related with better survival was the absence of distant metastases
(MO).
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Introduction & Objectives: The stratification of renal cell carcinoma (RCC) with venous involvement
(T3b and T3c) is subject to debate. We reviewed our institutional experience with surgery for T3b RCC,
and assessed parameters associated with cancer specific survival (CSS).

Material & Methods: We retrospectively reviewed the hospital records of patients who underwent a
radical nephrectomy with resection of sub diaphragmatic tumor thrombus (TT) between October 1990
and May 2006. The log rank and the Cox uni- and multivariate regression analysis were used to evaluate
predictive factors for cancer specific survival (CSS).

Results: 101 cases were identified. In the NOMO group, univariate Cox regression analysis confirmed
ipsilateral adrenal gland invasion, Mayo Clinic level of TT, histological subtype and fat invasion to be
significantly associated with worse CSS. In multivariate Cox regression analysis, only Mayo Clinic level of
TT was an independent predictor for CSS. In the subgroup with renal vein involvement only, median CSS
was not reached. In the subgroups with level I, Il and Ill TT involvement, median CSS was 69, 26 and 21
months respectively.

In the N+ and/or M+ group, only tumor size and type were independent predictors of CSS, while level of TT
was not. Radical nephrectomy yielded poor results with a median CSS of 13 months.

Conclusions: The Mayo Clinic level of TT is an independent prognostic predictor for CSS in non-metastatic
T3b RCC. We strongly support the need for reclassification of the current applied 2002 TNM staging
system that —in its present form- does not discriminate between levels of sub diaphragmatic venous
invasion.
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Ultrasound controlled percutaneous radiofrequency ablation of small renal tumors
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Introduction & Objectives: Nephrectomy and partial nephrectomy currently are standard treatment
methods for renal tumors. However in some clinical situations radical surgery for patients suffering from
renal tumors is not feasible. Many alternative minimally invasive techniques are being developed to address
needs of such patients and radiofrequency ablation (RFA) is one of the most promising. We evaluate our
results of ultrasound controlled percutaneous RFA of small renal tumors.

Material & Methods: RFA of renal tumors in our institution was started in September 2003. Indications
were: bilateral kidney tumors, tumor of solitary kidney and concomitant medical conditions predisposing
high operative risk for the patient. All tumors were verified by renal biopsy. Electrotom®106 HiTT,
Berchtold radiofrequency generator with monopolar wet non-expandable single needle perfusion electrode
was used to perform RFA under conscious sedation. Procedure was controlled using two ultrasound
probes: one biopsy probe and another 3,5-5,0 kHz power Doppler probe in order to increase tumor
visibility and evaluate tumor blood supply. Patients were followed-up regularly by ultrasound for local tumor
reoccurrence and clinical sings of disease progression. In case of suspected progression renal biopsy and
CT scan was performed.

Results: During 3,5 year period 18 procedures were performed for 16 patients. No major RFA related
complications were observed. Mean patient age was 71 year (55-77). Average tumor size was 30 mm
(18-44 mm). 63% (n=10) of tumors were egzophytic, 25% (n=4) parenchymal and 12% (n=2) parapelvic.
25% (n=4) of patients had solitary kidney, 19% (n=3) bilateral kidney tumors, and 56% (n=9) patients
suffered from serious concomitant medical condition. Mean follow-up time was 16 month (3 months - 3,5
years). After 3 months of the follow-up all cases showed tumor shrinkage or necrosis, there was no blood
circulation seen on power Doppler scan. 2 cases of tumor local reoccurrence were observed. In the first
case - after 6 months where RFA was repeatedly performed on parapelvic tumor and pulmonary seeding
was observed thereafter. In the second case - after 18 month were papillary tumor instead of clear cell
carcinoma was confirmed. Two patients died after 22 and 26 month of follow-up from unrelated causes.

Conclusions: RFA is a safe treatment option in cases where more invasive surgical treatment is not
possible. RFA of small renal tumors offers good local control of the disease. Best treatment results may
be achieved with tumors smaller than 3 cm in diameter. Power Doppler offers a possibility to evaluate
tumor blood supply during the RFA procedure and the follow-up period. Further investigations should be
undertaken in the field of power Doppler importance during the follow-up period of small renal tumors after
RFA procedure.
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Introduction & Objectives: Purpose: To evaluate the outcome of patients of renal cell carcinoma (RCC)
with inferior vena caval (IVC) thrombus treated by radical nephrectomy and IVC thrombectomy in terms of
clinical and pathological factors and prognosis.

Material & Methods: Sixty-three consecutive patients of RCC with IVC thrombus underwent radical
nephrectomy with IVC thrombectomy between June 1993 and May 2003 were included in this retrospective
analysis. Data was analyzed in terms of clinical factors like level of thrombus and pathological factors like
grade, local invasion and N status.

Results: Tumor thrombus level was infrahepatic in 35 patients, retrohepatic in 20 and supra hepatic in 8
including 5 with right atrial thrombus. The immediate post-operative mortality was 3% and the incidence of
major post-operative complications was 34% but most of these improved after conservative management
except one who needed surgery for burst abdomen. The disease free survival (DFS) was 48.5%, 50.6%,
66.6% and 40% for infra hepatic, retrohepatic, suprahepatic and intra atrial tumors respectively. Of the
histological types, patients with the clear cell tumors had the best prognosis; those with granular cell

had the worst prognosis (DFS of 53.5% Vs 33.3%, though statistically not significant). Grade 2 tumors
had better prognosis than grade 4 tumors (DFS 66.6% Vs 0 %, p <0.001). Sixty eight percent of patients
without perinephric fat invasion were free of disease compared to 31% of those with perinephric fat
invasion (p <0.01). Further N status showed DFS of 60.9% in patients with negative nodes and 30% in
patients with positive nodes (p value- <0.05).

Conclusions: Though surgery for RCC with IVC thrombus has high morbidity, it gives good results in terms

of prolonged disease free survival in expert hands. Regarding long-term survival, pathological factors such
as local stage and grade are more important than clinical factors such as level of thrombus.
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Introduction & Objectives: PK/PD analysis is important to inform dose adjustment and other strategies
to maintain a course of treatment. Sunitinib malate (SU) is an oral, highly potent, selective inhibitor of
VEGFRs, and PDGFRs that has shown substantial antitumour activity in mRCC at different dose levels
[Motzer et al. JCO 2006; Motzer et al. JAMA 2006; Motzer et al. NEJM 2007]. The current analysis used

a population PK/PD approach to examine the relationship between exposure to SU or total drug (TD;
SU+SU12662 [active metabolite]) and response in these studies.

Material & Methods: Data from 2 prior phase Il trials of cytokine-refractory mRCC (N=148) and a phase
Il trial of treatment-naive mRCC (N=44) were used in the analysis. Pts received sunitinib at a starting dose
of 50 mg/d, administered in 6-wk cycles (4 wks on followed by 2 wks off treatment). Based on tolerability
and response, the dose was titrated to 37.5, 25, or 62.5 mg/d. The area under the curve at steady state
(AUCss) for SU, SU12662, and TD were estimated using plasma concentrations of SU and SU12662 fitted
to a 2-compartment population PK model. Subsequent PK/PD analyses used the AUCss for SU and TD

to determine the relationship between drug exposure and tumour volume changes, partial response (PR)
rates, time to tumour progression (TTP) or overall survival (OS).

Results: For cytokine-refractory pts, the probability of PR increased as exposure to SU or TD increased.
The odds-ratio suggested a 2.6-fold increase in PR frequency for each unit increase in AUCss. High SU and
TD AUCss were associated with longer TTP and OS (P<0.05). A tumour growth dynamics model was used
to describe changes in tumour volume as a function of AUCss for both cytokine-refractory and treatment-
naive pts treated with SU. Clinical trial simulations based on this model assuming perfect pt compliance
predicted that 62% of pts would achieve a PR with SU 50 mg/day.

Conclusions: In pts with advanced mRCC, there is a significant correlation between the AUCss of SU
and TD and the probability of PR. Elevated exposure was also associated with longer TTP and OS. A
tumour growth dynamics model suggested that increased exposure to SU appears to be associated with
clinical benefit for pts with either cytokine-refractory or treatment-naive mRCC. This may have important
implications for future studies of optimal dose and schedule of SU in mRCC.
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Introduction & Objectives: Sunitinib malate (SUTENT®) and its active metabolite (SU12662) are selective
inhibitors of multiple receptor tyrosine kinases associated with tumour growth and angiogenesis. The
clinical efficacy of oral sunitinib 50 mg/day on a 4/2 schedule (4 wks on treatment, 2 wks off) has been
demonstrated in patients (pts) with cytokine-refractory mRCC. In a pooled analysis of two multicentre
phase Il trials (n=168), 42% of sunitinib-treated pts achieved an investigator-assessed objective

response rate (ORR), and median progression-free survival (PFS) was 8.2 months [Motzer et al. JAMA
2006;295:2516-24]. Here we report final results from an open-label, multicentre phase Il study to evaluate
the efficacy and safety of a continuous 37.5 mg daily dose of sunitinib in pts with cytokine-refractory
mRCC.

Material & Methods: Pts with histologically proven, measurable mRCC, ECOG performance status O or 1
and adequate organ function were randomised to receive sunitinib at a starting dose of 37.5 mg/day in the
morning (AM) or evening (PM). Doses were titrated to 25 or 50 mg/day based on tolerability. The primary
endpoint was RECIST-defined ORR. Secondary endpoints included PFS, adverse events (AEs) and quality of
life (QOL) measures.

Results: A total of 107 pts were randomised to AM (n=54) or PM (n=53) dosing. As of February 2007,
median treatment duration is 6.9 months (range 0.4-24). Continuous dosing at 37.5 mg/day has been
maintained in 38 pts (36%). 70 pts have discontinued, 50 (47%) due to progression, 19 (18%) due to AEs,
and 1 due to consent withdrawal. Dose reduction to 25 mg/day due to grade 2/3 AEs occurred in 47 pts
(44%), the most frequent AEs being asthenia (12%), hand-foot syndrome (HFS; 8%) and diarrhoea (5%). The
most commonly reported (=5%) grade 3/4 AEs were hypertension (10%), asthenia (9%), HFS (9%), anorexia
(8%) and diarrhoea (6%). No significant differences in tolerability were observed between pts receiving

AM or PM dosing. RECIST-defined ORR was demonstrated by 20% of pts, with 43 pts (40%) achieving =6
months of stable disease. Median PFS is 8.3 months. QOL results will be presented.

Conclusions: Continuous daily dosing of sunitinib 37.5 mg was associated with a manageable safety

profile and promising efficacy as second-line therapy for cytokine-refractory mRCC. Median PFS was
similar to that observed with the 4/2 schedule. Further evaluation of this regimen is warranted.
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Introduction & Objectives: Laparoscopic surgery has been generalized in treating localized renal cell
carcinoma (RCC). However there has been denunciation of the treatment effect of extirpative surgery

in large tumors. Recently, laparoscopic radical nephrectomy for RCC over pT2 stage has gained rapid
momentum as an effective surgery of treatment. We evaluated the possibility of the laparoscopic surgery
in over pT2 staged RCC and compared the results of the operation with those of pT1 staged RCC.

Material & Methods: Between June 2003 and June 2006, a total of 16 patients with RCC over pT2 stage
(pT2: 12 patients, pT3a: 4 patients) underwent laparoscopic radical nephrectomy. The operation was done
with transperitoneal approach using 4 ports. The surgical outcomes and perioperative morbidities were
evaluated retrospectively, and compared with those of 18 patients with RCC pT1 stage.

Results: Laparoscopic radical nephrectomy were performed successfully in all patients with RCC over pT2
stage without any complication. The mean tumor size and specimen weight were 8.1cm (7.1-11.5cm) and
387gm (200-1099gm). Pathological results were that all cases were revealed with the renal cell carcinoma
of clear cell type with negative surgical margin. In over pT2 staged RCC group and pT1 stage group, the
mean operative time (191.0 vs. 198.7 minutes), transfusion rate (21.0 vs. 18.8%), postoperative initiative
time to ambulate (1.9 vs. 1.9 days) and diet (1.4 vs. 1.5 days), hospital stay (7.1 vs. 7.2 days) were not
significantly different.

Conclusions: There were no difference of operative and postoperative results in the laparoscopic radical
nephrectomy to the patients with RCC over pT2 stage and pT1 stage. If its technique and experience get
accumulated, laparoscopic radical nephrectomy will be feasible in RCC over pT2 stage. However long term
follow-up is necessary to confirm the cancer control.
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Introduction & Objectives: Sunitinib malate is a highly potent, selective inhibitor of several protein
tyrosine kinases, with antitumour activity resulting from its antiangiogenic and antiproliferative effects. In
an analysis of pooled data from two single-arm, phase Il trials of sunitinib in patients (pts) with cytokine-
refractory mRCC, 42% of pts achieved an investigator-assessed objective response rate (ORR) [Motzer et
al. JCO 2006;24:16-24; Motzer et al. JAMA 2006;295:2516-24]. We report updated efficacy results from
these two trials, and an analysis of prognostic factors for survival.

Material & Methods: Key eligibility criteria were almost identical for trials 1 and 2, and included
measurable disease with evidence of metastases, failure of 1 prior cytokine-based therapy due to
progression or toxicity, ECOG performance status (PS) O or 1, and adequate organ function. Pts received
sunitinib at a starting dose of 50 mg orally once-daily in 6-wk cycles (4 wks on, 2 wks off). Response
was assessed by investigators according to RECIST. Pretreatment clinical and biochemical features were
examined for prognostic factors by univariable and multivariable analysis. A significance level of P<0.05
was used in the backward stepwise selection procedure.

Results: Of 169 pts enrolled, 168 were evaluable for efficacy. Median age was 57 yrs (range: 24-87).
Median treatment duration was 9 months (range: <1-41) and investigator-assessed ORR was 45% (95%
Cl: 39-54). Median duration of response was 12 months (95% Cl: 10-16), including 1 complete response
for >2 years. Median time to tumour progression and progression-free survival were 9 months (95% Cl:
8-11) and 8 months (95% Cl: 8-11), respectively. The median OS was 20 months (95% Cl: 14-30), and
67 pts (40%) remain alive at a median follow-up of 30 months. Prognostic factors for survival in the final
multivariable model were ECOG PS (0 vs. 1 or 2; P=0.0056), time interval from diagnosis to treatment
(=1 year vs. <1 year; P<0.0001), number of metastatic sites (0 or 1 vs. 2 or 23; P=0.0257) and serum
haemoglobin (=13 vs. <13 g/dL for males and =11.5 vs. <11.5 g/dL for females; P<0.0001).

Conclusions: Sunitinib provides impressive activity in cytokine-refractory mRCC. Progression-free and
overall survival compare favourably with historical experience of second-line therapies [Motzer et al.
JCO 2004;22:454-463]. Further evaluation of prognostic factors for survival in the first-line setting is
warranted.
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Introduction & Objectives: In a phase il trial of sunitinib as first-line therapy of patients (pts) with mRCC,
sunitinib demonstrated significantly improved progression-free survival (PFS) and objective response rate
(ORR) compared with IFN-a (P<0.001) [Motzer et al. NEJM 2007;356:115-24]. We report the latest efficacy
and safety results from this trial and an analysis of prognostic factors for PFS.

Material & Methods: Pts with mRCC and no prior systemic treatment were randomized to receive
sunitinib 50 mg/day orally in 6-wk cycles (4 wks on, 2 wks off) or IFN-a (9 MU subcutaneously three times
weekly). A total of 750 patients were randomized; 375 pts in the sunitinib group and 375 pts in the IFN-a
group. The primary endpoint was PFS.

Results: Median treatment duration was 11 mo (range: <1-31) for sunitinib vs 4 mo (range: <1-28) for
IFN-a. Median PFS was 11 mo (95% CI: 10-13) for sunitinib vs 4 mo (95% CI: 4-5) for IFN-a. Patients were
divided into the known MSKCC risk factor groups, and the benefit of sunitinib was observed in all groups.
Median PFS in the sunitinib and IFN-a groups was 14 mo (95% Cl: 11-17) vs 8 mo (95% Cl: 7-10) in pts with
0 risk factors (n=264); 10 mo (95% CI: 8-11) vs 4 mo (95% CI: 4-4) in pts with 1-2 risk factors (n=421);
and 4 mo (95% Cl: 2-10) vs 1 mo (95% CI: 1-2) in pts with =3 risk factors (n=48). A higher ORR was
observed with sunitinib than IFN-a, 46% (95% CI: 41-52) vs 12% (95% Cl: 9-16, P<0.000001), including

5 complete responses for sunitinib and 4 for IFN-a. Multivariate analysis indicated baseline features

that predicted longer PFS in the sunitinib group were =1 yr from diagnosis to treatment (P<0.001), an
ECOG score of 0 (P=0.006) and corrected calcium <10 mg/dL (P=0.002). The most frequently reported
treatment-related AEs were diarrhea, fatigue, and nausea in the sunitinib group and fatigue, nausea, and
pyrexia in the IFN-a group.

Conclusions: Sunitinib is a reference standard for first-line treatment of mRCC, demonstrated by the
statistically significant improvement in PFS and ORR compared with IFN-a. The benefits of sunitinib
extend across all subgroups of mRCC pts assessed, and these data have important implications for risk
stratification in patients receiving first-line sunitinib therapy.
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Introduction & Objectives: Sunitinib malate is an orally administered multitargeted tyrosine kinase
inhibitor with antitumour and antiangiogenic effects. In an international, randomised phase Il trial of first-
line mRCC therapy, sunitinib demonstrated statistically superior efficacy over IFN-a and was associated
with significantly better HRQOL (P<0.001) [Motzer et al. NEJM 2007;356:115-24]. We report the results of
an analysis of patient (pt)-reported outcomes (PROs) and further assess the potential impact of geography
on outcomes during treatment.

Material & Methods: 750 untreated pts with mRCC were randomised 1:1 to sunitinib 50 mg QD in 6-wk
cycles (4 wks on, 2 wks off) or IFN-a (9 MU SC TIW). HRQOL was assessed with the Functional Assessment
of Cancer Therapy-General (FACT-G) and its 4 subscales; the FACT-Kidney Symptom Index (FKSI) and its
disease-related symptom subscale (FKSI-DRS); the population-preference-based health state utility score
(EQ-5D Index) and pt self-rated overall health state (EQ-VAS) from the EQ-5D self-report questionnaire.
Questionnaires were completed by pts on days 1 and 28 of each cycle. Data were analysed using
repeated-measures mixed-effects models for the EU+ (France, Germany, Italy, Poland, Russia, Spain, UK,
plus Australia and Canada; n=400) and US (n=346) subsamples.

Results: Compared with IFN-a, sunitinib provided improvements in the overall post-baseline least-square
means for all 9 PRO endpoints (P<0.05), except EQ-5D in the US subsample (Table). Sunitinib was also
favoured in most of the 9 FKSI-DRS items (data not shown). These results were consistent with those from
the overall sample. In general, larger between-treatment differences occurred in the EU+ subsample.

EU+ us
HRQOL Endpoints Subsample Subsample
Diff.* P value Diff.* P value
FKSI 3.96 <.0001 2.29 0.0007
FKSI-DRS 2.55 <.0001 1.26 0.0009
FACT-G total score 6.01 <.0001 4.56 0.0002
Physical well-being 1.56 0.0005 112 0.0148
Social/family well-being 1.33 0.0001 0.80 0.0269
Emotional well-being 0.80 0.0197 0.64 0.0363
Functional well-being 1.97 <.0001 1.75 0.0003
EQ-5D index (utility score) 0.05 0.0066 0.01 0.4105
EQ-VAS 498 0.0004 4.01 0.0224
*All results favour sunitinib.

Conclusions: Compared with IFN-a in the first-line treatment of mRCC, sunitinib was associated with
consistently improved HRQOL and kidney cancer-related symptoms for all pts in the study. The HRQOL
benefit of sunitinib was more pronounced in patients from the EU+ sample. This may reflect differences in
the treatment experience or HRQOL reporting.
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Introduction & Objectives: Bone metastases are a common complication in patients (pts) with mRCC
and cause considerable pain and neurological symptoms. This retrospective analysis compared the

effect of cytokine-based immunotherapy and two tyrosine kinase inhibitors (TKIs) on the occurrence and
progression of metastatic bone lesions. Data were obtained from 4 randomised phase Il and Il clinical
trials in pts with mRCC receiving first-line IFN-a, or first- or second-line TKI treatment [Motzer et al. NEJM
2007;356:115-124; Gore et al. Proc ASCO 2007;25:18S(A5010); Escudier et al. NEJM 2007;356:125-134;
Szczylik et al. Proc ASCO 2007;25:18S(A5025)]. The correlation between treatment and progressive
disease (PD) in the skeleton and median time to progression (TTP) of pre-existing or new metastatic bone
lesions was assessed.

Material & Methods: Pts with histologically confirmed mRCC were treated with either SU 50 mg PO QD in
6-wk cycles (4 wks on, 2 wks off; n=106; first-line n=10; second-line n=96), SO 400 mg BID (n=73; first-line
n=23; second-line n=50), or IFN-a 9 MU SC TIW (n=39). Clinical examination and computed tomography

of pre-existing lesions were completed at baseline and at intervals of 4-6 weeks and 2-3 months,
respectively. Bone scans and X-ray examination of suspected bone lesions were performed every 3-4
months in selected patients.

Results: 218 pts were included in the analysis. 24 pts with PD during IFN-a treatment crossed over to the
TKI group and were then excluded from the analysis. Median age was 57 yrs (range: 26-78). 214 patients
(98%) had prior nephrectomy and 208 patients (95%) had an ECOG score of O or 1. Median follow-up was
11 months (range 0.9-36.5). 56 pts had pre-existing metastatic bone lesions, and 16 pts developed new
bone lesions during the study. Median TTP of bone metastases was 14 months in pts receiving IFN-a and
has not been reached in the SU or SO groups. First-line SU appeared more effective than sorafenib or
IFN-a in extending TTP of pre-existing bone lesions. In patients receiving first-line treatment with SU, SO or
IFN-a, PD in pre-existing lesions was seen in 0/4 pts (0%), 5/5 pts (100%) and 2/8 pts (25%), respectively
(SU vs. SO, P=0.0003). Similarly, PD in new lesions occurred in 1/7 pts (14%), 3/19 pts (16%) and 4/30 pts
(13%), respectively (SU vs. SO, P=0.0012). SU was also associated with significantly longer TTP than SO in
pre-existing (P=0.0014) and new (P=0.017) bone lesions.

Conclusions: In this analysis SU was more effective than SO or IFN-a in prolonging TTP of pre-existing
bone lesions. SU reduced the incidence of PD in pre-existing and new bone lesions and prolonged TTP
compared with SO. Further evaluation of the emergence and progression of bone metastases during TKI or
immunotherapy is warranted.
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Introduction & Objectives: Sorafenib has demonstrated activity with limited toxicity at a dose of 400 mg
bid in MRCC pts. This presents an opportunity to explore a more intensive drug administration. This study
allowed individual pt titration designed to evaluate the ability for pts to dose escalate. Response rate (RR),
Progression free survival (PFS) and overall survival (OS) will be assessed.

Material & Methods: Eligibility included; pathologic diagnosis of a component of clear cell, progressive
measurable MRCC, no more than 1 prior cytokine therapy, karnofsky performance status (KPS)

= 70%, adequate organ/marrow function, normal pancreatic/cardiac function and no active CNS
involvement. Dose escalation defined in the table below:

Dose Level 1 Day 1-28 400 mg b.i.d.
Dose Level 2 Day 29-56 600 mg b.i.d.
Dose Level 3 Day 57- 800 mg b.i.d.

Re-evaluation is performed every 8 weeks. RECIST criteria is utilized.

Results: 46 patients have been enrolled. 44 are evaluable. 37 male/7 female, median age 50 years
(43-79). 19 pts received prior therapy. 39 pts had a KPS of 100%, 5/90%. Sites of disease included; lung,
nodal, liver, bone, adrenal, pancreas and kidney. 26 pts had 1 metastatic site, 11/2, 7/3 or more. 12 pts
continue to receive sorafenib therapy; 1/400mg, 1/800 mg, 3/1200 mg, and 7/1600 mg. 7 pts complete
response (CR), 17 pts/partial response (PR) and 9 pts stable for 6+ months. Median progression free
survival is 8.4+ (range 3-17.4+) months. Treatment related adverse events to-date; hand/foot syndrome,
skin rash, diarrhea, alopecia, fatigue, hypertension, hypophosphatemia, and elevated amylase/lipase.

Conclusions: 93% of pts were escalated to 1200 mg or 1600 mg per day. Dose escalated sorafenib has
promising anti-tumor activity in pts with MRCC as demonstrated by a 55% CR/PR rate. Anti-tumor activity
is further suggested by prolonged PFS of 8.4+ months. Independent radiology review is in progress. Intra-
patient dose escalation data in association with anti-tumor activity and toxicity will be presented.
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Introduction & Objectives: The ARCCS expanded access program was designed to make sorafenib
(SOR) available to a broad range of patients (pts) with adv. renal cell cancer (RCC). Pt safety data and
limited efficacy data were collected using a non-randomized open-label trial design.

Material & Methods: We enrolled pts with adv. RCC not eligible for or without access to other SOR
clinical trials; pts were ECOG PS 0-2 with waivers granted for pts with ECOG PS 3-4; age =15 yrs; and
adequate prior tx of brain mets. Major exclusion criteria included tx <4 wks prior, life expectancy <2 mos,
uncontrolled hypertension and severe renal impairment requiring dialysis. Pts received SOR 400 mg bid
in a community-based setting. Response (rsp) rates were determined by investigator assessed RECIST
criteria. Subsets analyses of pts included: no prior therapy, > 2" line, non-clear cell, prior bevacizumab
(Bev) tx and pts with brain metastasis. Pts without a confirmatory scan were classified as unconfirmed PR
(uPR). Enroliment ceased on 12/20/2005 when SOR became commercially available in the US and those
with no prior therapy or non-clear cell RCC continued in an extension protocol (EP). Rsp evaluation was
conducted every 4 wks and every 8 wks during the EP.

Results: A total of 2502 pts were assessed for safety: 69% male; median age 63 yrs; 83% had prior
nephrectomy; histologies included 79% clear-cell, 7% papillary, 1% chromophobe, and <1% collecting duct
and oncocytoma. Median time from dx for all pts was 1.4 yrs (range <1-34). Of those pts receiving prior
therapy (n=1255), txs included interferon-a 51%, interleukin-2 42%, bevacizumab 23%, thalidomide 11%,
and sunitinib 2%. Grade 3 and 4 adverse events occurring in >2% pts were hand-foot skin reaction 8%,
fatigue 6%, hypertension 5%, rash/desquamation 5%, diarrhea, dehydration and dyspnea 3%. No cerebral
hemorrhages were observed in pts with brain mets. Of 1,871 pts evaluable for rsp, 17%, 0.1%, 3.6%, 80%
and 16% had uPR, CR, PR, SD, and PD, respectively. RRs for subsets are shown in table. Median duration
of rsp in all pts for best rsp of PR, uPR and SD was 24.1 wks, 28.6 wks and 27.1 wks, respectively. Median
PFS (n=224) in first-line pts equals 35.1 wks (95% CI: 32.7 to 42 wks).

1%t line > 2" |ine Papillar Chromophobe Prior Bev Brain mets

n = 935 (%) n = 936 (%) n =118 (%) n =18 (%) n =197 (%) n = 50 (%)

CR 1(<1) 0(0) 0(0) 0(0) 0(0) 0(0)
PR 38 (4) 29 (3) 4(3) 1(6) 5(3) 2 (4)
SD 741 (79) 759 (81) 91 (77) 16 (89) 154 (78) 35 (70)
uPR 157 (17) 161 (17) 23 (19) 2 (11) 27 (14) 10 (20)
PD 155 (17) 148 (16) 23 (20) 1(6) 38 (19) 13 (26)

Conclusions: ARCCS pts were representative of the broader range of RCC pts in the community including
those excluded from previous trials of SOR. Rsp rates and toxicity were independent of pt subgroup and
consistent with previously reported phase Ill results for SOR 400 mg bid.
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Introduction & Objectives: The incidence of involvement of the inferior vena cava in patients with
RCC varies between 4% and 10%. Surgery remains to be the mainstay of curative treatment. Although
a challenging surgical procedure, evolution of the surgical technique, improvement of the intra- and
perioperative management resulted in better surgical outcome and a decreased morbidity. It was the
purpose of our study to retrospectively evaluate the (1) surgical outcome of thrombus resection at
different anatomic levels, (2) perioperative morbidity and complications and (3) oncological outcome.

Material & Methods: Between 1999 and 2003, 102 patients with RCC and IVC thrombus underwent
surgery. Mean age was 65 (42-76) years. Preoperative staging involved CT angiography, MRI,
transesophageal ultrasonography and bone scan. 32 (31.3%) had a level | thrombus, 43 (42.1%), 14 (13.7%)
and 13 (12.7%) patients demonstrated level I, Ill or thrombi extending into the right atrium. 76 (74.5%) had
no metastases at time of surgery (group 1), 26 (25.5%) patients had low volume metastastic disease but
ECOG performance status O and underwent cytoreductive nephrectomy and thrombectomy. 13 patients
presented with retroperitoneal lymph node metastases which were completely resected (group 2); 14
patients had visceral metastases and underwent immunotherapy with IFN-a and II-2 (group 3).Charts were
reviewed retrospectively. Patients were contacted by questionnaires to determine progression-free (PFS),
overall (OSS) and cancer specific survival (CSS).

Results: There was no intra- or perioperative death associated with IVC thrombus surgery. Overall
complication rate was 21% and did not differ significantly between different thrombus levels. Complication
rates did not differ significantly between radical nephrectomy and cytoreductive nephrectomy.
Recurrences developed in 29 (28.4%) patients (group 4) and were not dependent from the thrombus

level. Mean PFS was 45.8, 12.4, 10.4 and 12.1 months in groups 1, 2, 3, and 4, resp.; differences were
significantly different between group 1 and 2-4 (p= 0.0004). Mean CSS was 74.1, 35.5, and 21.7 months
in groups 1, 2 and 3, resp. and differed significantly (p = 0.0014); postop. immunotherapy had no impact
on survival. Mean CSS in group 1, 3 and group 4 being treated with immunotherapy at time of relapse was
74.1, 42.8 and 25.1 months resp. The difference was significant between groups 1 and 3 (p = 0.008) and
groups 1 and 4 (p = 0.0005) but not between groups 3 and 4. 5-year CSS was 56%, 25% and 15% in group
1,2,3(p=0.003).

Conclusions: Radical nephrectomy with thrombectomy results in long-term survival if no metastases

are present at time of surgery. However, even in metastatic disease surgery with systemic treatment
renders 20% of patients alive after 5 years. Surgery can be performed with a low morbidity and should be
considered in all patients without metastases or metastatic disease and good prognostic risk markers.
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Nephron sparing surgery for renal solid tumors: An experience in 24 cases

Nouira Y., Chelif M., Fitouri Z., Sallami S., Hmidi M., Horchani A.
La Rabta Hospital, Department of Urology, Tunis, Tunisia

Introduction & Objectives: The aim of this study is to assess the therapeutic efficacy of nephron sparing
surgery (NSS) in our experience from an oncological viewpoint.

Material & Methods: From January 1997 to December 2005 we submitted 24 patients to NSS. In the
same period, 145 patients had radical nephrectomies at our institution. Patients were 14 men and 10
women with a mean age of 52 years (24-76). Lesions were between 1.5 and 9 cm in size (mean: 3.85 cm).
In 16 cases, lesion size was less than 4 cm. Access was lombotomic in 91.6% of cases and through a
subcostal laparotomy in the rest.

Results: All patients had a partial nephrectomy. This was an elective surgery in 22 cases. Seven patients
underwent renal artery clamping and hot ischemia with a median ischemia time of 25 min. In three

cases the collecting system was formally opened. No major perioperative complications were recorded.
Final histology showed 15 patients with clear cell renal carcinoma, seven papillary cell carcinomas, one
chromophobe carcinoma and one oncocytoma. Mean hospital stay was 4.5 days (3 to 12). Postoperative
renal function was unaffected in all cases. Follow-up was between 12 and 79 months (mean 36months).
Only one patient had local recurrence as well as distant metastases.

Conclusions: Conservative surgery for patients with renal solid tumors, is a valid alternative to radical

surgery. Our cases showed minimal surgical complications, brief hospital stay, preservation of renal
function and good cancer control.
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Have clinical and pathological characteristics of renal cancer changed? An analytical study of
145 cases

Nouira Y., Gargouri M., Fitouri Z., Sallami S., El Fekih N., Horchani A.
La Rabta Hospital, Department of Urology, Tunis, Tunisia

Introduction & Objectives: There is a general trend to an increased incidence of kidney cancer
worldwide. However, mortality rates are stable. In this study, we describe the evolution of clinical and
pathological characteristics of kidney cancers over 12 years.

Material & Methods: The files of 145 patients operated for kidney cancer at our institution between 1993
and 2004 were reviewed. Patients’ age, sex, presenting symptoms, tumor size, type of treatment and
pathology were recorded. Patients were divided into two groups: group | with 45 patients were operated
between 1993 and 1998, and group Il comprising 100 patients operated between 1999 and 2004.
Statistical analysis was performed with Fisher exact test.

Results: Incidence of patients operated for kidney cancer increased 2.2 folds in group II. Patients’ mean
age progressed from 54 to 60 years between the two time periods. Sex ratio progressed from 0.87 to
1.04 (p=0.27). Incidental diagnosis of renal cancer has significantly increased the last years passing from
4.4% to 16% (p=0.039). Mean tumor size has not changed in the two groups (7.4 cm and 7.5 cm in group |
and Group Il respectively), however, incidence of tumors less than 4 cm in size as well as nephron sparing
surgery progressed from 6.7 to 20% (p= 0.03) in group | and Il respectively. Incidence of clear renal cell
carcinoma was 70% in the two groups.

The incidence of patients operated at an earlier stage (TINOMO) increased from 29.4% to 35.4%(p=0.35)
and that of patients operated at a T2 stage decreased from 50% to 32.3% (p=0.12) in group | and ||
respectively. Patients diagnosed at an advanced or metastatic stage were 20.6% and 32.3% of cases in
group | and Il respectively.

Conclusions: The number of kidney cancers has doubled the last 14 years. This is in correlation with an

increased incidence of incidentally discovered tumors and nephron sparing surgery. However histological
tumor type has not changed.
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A large open label, non comparative, phase Il study of the Raf and VEGFR kinase inhibitor
sorafenib in European patients with advanced renal cell carcinoma

Beck J.}, Bajetta E.2, Escudier B.%, Negrier S.4, Keilholz U.5, Szczylik C., Burock K.7, Erlandsson F.8,
Huber C.2

LJohannes-Gutenberg-Universitat, Ill. Medizinische Klinik, Mainz, Germany, 2Istituto Nazionale per lo studio
e la cura dei Tumori, Milano, Italy, ®Institut Gustav Roussy, Unite Immunotherapie, Villejuif, France, “Centre
Léon Bérard, Service de Cancérologie Médicale, Lyon, France, SCharite Universitatsmedizin, Tumorzentrum
Benjamin Franklin, Berlin, Germany, ®*Wojskowy Instytut Medyczny, Klinika Onkologii, Centralny Szpital
Kliniczny, Warszawa, Poland, ‘Bayer Schering Pharma, Bayer Vital GmbH, Leverkusen, Germany, ®Bayer
Schering Pharma, Oncology, Géteborg, Sweden

Introduction & Objectives: A randomised, placebo-controlled and double-blind phase Il trial showed the
ability of sorafenib (400mg twice daily) to double the PFS, as compared with placebo, in previously treated
patients with clear cell renal cell carcinoma (RCC). The objective of the present trial was to make sorafenib
available to the European patients until regulatory approval and collect safety and efficacy data from a
large and unselected study population.

Material & Methods: This non-randomised, open-label study included male and female patients aged

18 years or older, with an ECOG PS 0-2 and a life expectancy of over 2 months. The patients had to be
unsuitable for, or have failed, prior cytokine therapy. Controlled, asymptomatic brain metastases were
allowed. Patients received continuous therapy with sorafenib 400mg twice daily until disease progression,
intolerable toxicity, or withdrawal of consent. Dose increases were not permitted. Patient recruitment was
planned to continue until regulatory approval of sorafenib in Europe for advanced RCC. Study assessments
were conducted at baseline and monthly thereafter. Adverse events were graded according to NCI CTCAE
v3.0 criteria. Tumor assessment and radiological evaluation were conducted within 28 days prior to the
start of sorafenib therapy, and then according to local standards of care, but at least every 3 months.

Results: Over 1,150 patients were recruited in 11 European countries. Approximately 75% of patients
were male. Median age at enrolment was 62 years. At baseline, ECOG PS =0 in 40%, =1 in 45% and =2

in 15% of patients; approximately 74% of patients had tumor lesions in the lungs, 33% in bone, 34% in
lymph nodes, 28% in the liver and 24% in the kidneys. Approximately 11% had not had the primary tumor
resected. Approximately 27% had no prior therapy and were included because they were unsuitable for
cytokine treatment. Tumor histology included clear cell (78%), papillary (11%) and chromophobe (3%).
Sarcomatoid features were noted in tumor samples from 5% of the patients. 40% of the patients still
remain on study drug after more than 8 months. In addition to the efficacy and safety data for the study
as a whole, subgroup analyses will be performed for prior treatment, performance status, tumor histology
and location of metastases.
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Long-term results of treatment of young patients (40 years old or less) with renal cell
carcinoma

Pertia A.
National Center of Urology, Oncological Urology, Thilisi, Georgia

Introduction & Objectives: Renal cell carcinomas (RCC) primarily develops in the elderly patient, with
typical presentation in the sixth and seventh decades of life. This disease is rare in young generation (< 40
Yr old). The aim of our study was to analyze our results of treatment of young adult patients with sporadic
RCC and compared to RCC in older patients.

Material & Methods: From 1991 to 2002 a total of 528 patients were treated for sporadic RCC at our
institution. 43 patients were under 40 yr old and 485 older. Mean patient’s age in these groups were 31,7
and 57,8 years respectively. Clinical and pathological parameters as well as a cancer-specific survival
were compared. Univariate and multivariate Cox regression analyses were performed to evaluate impact
of different prognostic factors on cancer-specific survival. Mean follow-up was 61,8 months for young and
60,5 months for older patients.

Results: In RCC patients under 40 Yr old at diagnosis tumors incidentally were discovered in 16 (37,2%)
cases which was not significantly different for patients for older age (127 cases (26,2%) (p<0.11),
respectively there was not difference between two groups in terms of nuclear grade (p<0.22) and
histology distribution (share of of papillary tumors (p<0.7) and tumors with sarcomatoid component (p<0.4
were compared). However there was higher percent of organ-confined disease (pT1-pT2NO) in young
(81,4%) comparing to older patients (58%) (p=0.026). 5 Yr cancer-specific survival was 67, 6 % for patients
under 40 Yr old and 61,5 % respectively for patients over 40 Yr old. There was no difference in this term
between two groups (log-rank p<0,15). Independent prognostic factors for survival were Fuhrman nuclear
grade (p<0.007), tumor invasion in regional lymph nodes (p<0.0072) and histological type (p<0.04), whilst
patient’s age at diagnosis (<40 Yr old) had no impact on disease specific survival (p<0.1).

Conclusions: The results of our study show that RCC does not behave more aggressively in adults

younger than 40 Yr old, moreover we revealed fewer organ-confined diseases in this group of patient, but
young age at diagnosis was not independent prognostic factor for cancer-specific survival.
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Laparoscopic renal cry ablation and percutaneous radiofrequency ablation for tumors less than
3.5 cm: A combined analysis of efficacy and complication rates

Joniau S., Van Poppel H.%, Tailly T., Mouraviev V.2, Polascik T.2

tUniversity Hospital Leuven, Urology, Leuven, Belgium, 2Duke University Medical Center, Division of
Urologic Surgery, Durham, United States

Introduction & Objectives: Percutaneous radiofrequency ablation (p-RFA) and laparoscopic cryoablation
(I-CA) are minimally invasive therapies that are gaining clinical acceptance for small renal cell carcinoma
(RCC). We present our combined outcomes and complications for patients undergoing p-RFA or |-CA for
small RCC.

Material & Methods: Twenty-six patients underwent primary I-CA at Duke University Medical Center and
32 patients underwent primary p-RFA at the University Hospital Leuven between September 2000 and
September 2006. All patients had been selected based on the following criteria: tumor size less than 3.5
cm, the absence of local and systemic spread on MRI or CT, and the ability to tolerate general anaesthesia.
For I-CA, a pure laparoscopic approach was employed with ultrasound guidance to locate the tumor and
monitor ice formation. Third generation cryotechnology (Oncura Inc., Plymouth Meeting, PA) with 17G ultra
thin cryoneedles was used with a dual freeze-thaw cycle. The p-RFA was performed in ventral decubitus
under general anaesthesia. The monopolar Cool-tip® RF system (Tyco Valley lab, Boulder, CO, USA) was
used and guided by ultrasound or CT.

Patients underwent 6-monthly contrast-enhanced CT or MRI and creatinin measurement during follow-up.
Tumors with complete loss of contrast enhancement were considered successfully treated.

Results:
laparoscopic cryo-ablation Percutaneous RFA
n=26 (28 tumors) n=32 (39 tumors)

Median patient age, years (range) 66 (44 -79) 76.6 (60.6 - 86.5)
Mean follow-up, months (SD) 19.5 (16.7) 14.6 (9.9)
Median tumor size, cm (range) 20(1-3.5) 1.7 (0.8-3.0)
Biopsy (%) 28 (100%) 12 (30.8%)
Clear cell RCC (%) 19(67.9%) 8 (66.6%)
Papillary RCC (%) 3 (10.7%) 0 (0%)
Oncocytoma (%) 4(14.3%) 0 (0%)
Angiomyolipoma (%) 2(7.1%) 0 (0%)
No tissue diagnosis 0 (0%) 4 (33,3%)
Median length of stay, days (range) 2(0-9) 15(1-5)
Median change in creatinin, mg/dl (range) 0.1(-0.4-1.8) 0.2 (0.0-0.6)
Complication rate, % 2 (7.7%) 6 (18.8%)
Recurrence (local/systemic) (%) 0/0 (0%/0%) 1/1 (3.1%/3.1%)
Cancer related death (%) 0 (0%) 0 (0%)
Non-cancer related death (%) 0 (0%) 4 (12.5%)

Patient age differed significantly between both groups. This may explain the higher rate of non-cancer
related death in the p-RFA group. Local recurrence rates are similar between both groups. Complications
were few (7.7%) in the I-CA group (1 transfusion, 1 prolonged ileus), while in the p-RFA group, the number
of complications was higher (18.8%) (2 intercostals nerve neuritis, 2 limited sub capsular haematoma, 1
transfusion, 1 duodenal perforation with need for open intervention at a later date).

Conclusions: Laparoscopic renal cry ablation of small renal tumors is safe with minimal complications.
Percutaneous radiofrequency ablation achieves comparable local cancer control, with a somewhat higher
(minor) complication rate. Although these results are promising, further long term study is needed to verify
the efficacy of both procedures.
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Hand-assistant laparoscopic kidney resection due to tumor

Vseticka J.X, Navratil P, Matejkova M.2

*University Hospital, Department of Urology and Transplant Centre, Hradec Kralové, Czech Republic,
2Regional Hospital, Department of Urology, Jablonec nad Nisou, Czech Republic

Introduction & Objectives: The indications for the resection of the kidney due to tumor are clear. The
quality of resection or heminephrectomy depends on the possibility of the reconstruction of the upper
urinary tract and of the method. Till now the clamping of the renal pedicle and the suturing of the renal
parenchyma or using of glue have been the preferred methods. Now a new, quick and safe method has
occurred, it is called radiofrequency coagulation.

Material & Methods: Since January 2007 we have cured 24 patients by resection or by heminefrectomy.
The procedures were done due to tumor. 16 of these tumors were under 4cm in diameter. The others
were bigger. The conservative procedures were made due to slight renal insufficiency or due to tumor in
the solitary kidney. In all the cases the CT investigation or NMR was performed. All patients were without
metastasis or suspicion of lymph node tumor infiltration. 15 of these tumors have occurred without any
previous symptoms.

Hand-assistant laparoscopy approaches were used in all cases. The hand port (lap disc) was applied at the
place for removing the renal tissue after the resection. The approaches leading to the part of kidney with
the tumor were direct and these parts of kidneys were exposed. The special radiofrequency four-needle
knife that had been developed in the Oncosurgery Department of Imperial College in London was used. At
the beginning radiofrequency coagulation around the tumor was performed. In the next step the tumor was
removed from the kidney. The clamping of the pedicle was not used. The suture of the upper urinary tract
was done in 8 cases. The calyx was observed and the sutures were done without stent or other problems.

Results: All patients are doing well. No postresectional bleeding was detected. The patients stayed at
the wards from 4 to 8 days. The biggest bleeding during the procedure was 200ml, however it was not
from the resection border. The average loss of blood was under 50ml. The average operation time was 75
minutes. In none of the cases the border of the cut included the tumor. 23 tumors were renal carcinomas.
In one case oncocytoma was detected. One ureteral stent was inserted because of suspicion of urinary
leak on the next day after the procedure.

Conclusions: The radiofrequency coagulation four-needles knife appears to be very useful for laparoscopy
and open resection of the kidney. The procedure is quick, save and very least harmful for renal
parenchyma. The RFA syndrome, witch was described in RFA performed by the percutaneous way, has not
occurred.
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Hand-assisted laparoscopic nephroureterectomy in the treatment of upper urinary tract cancer

Lopez Gonzalez P.A., Lopez Cubillana P., Prieto Gonzalez A., Maluff Torres A., Escudero Bregante J.F.,
Dofate G., Lopez Lopez A.l., Tornero Ruiz J.I., Cao E., Gbmez Gémez G., Pérez Albacete M.

Virgen de la Arrixaca Universitary Hospital, Service of Urology, Murcia, Spain

Introduction & Objectives: Nephroureterectomy with excision of bladder cuff is the standard treatment
for upper urinary tract tumours. Hand-assisted laparoscopic is a minimally invasive technique that allow

a safe alternative to treat patient with this disease. HAL offer the possibility to en-bloc removing the
specimen, maintaining all the oncologic premises as open surgery do. HAL nephrouretectomy (HALNU) is
as safe as open surgery and it presents better tolerance. Otherwise, HALNU has a less operative learning
curve than Standard laparoscopic nephroureterectomy.

To review data using the pluck-off technique during laparoscopic nephroureterectomy for urinary tract
cancer and evaluate safety and feasibility.

Material & Methods: Hand-assisted laparoscopic nephrouretecomy (HALNU) for upper urinary tract
tumor was performed in 20 patients (17 males, 3 females) from November 2001 to December 2006. The
preoperative facts (age, gender, co morbidity, Body Mass Index, ASA score) as well as surgical parameters
(operative time, bleeding, coversion to open surgery) and postoperatory facts (complications, oral intake,
hospital stay) were reviewed. The oncological parameters (histology, grade, pTNM) and bladder or local
recurrence was also reviewed.

Results: Twenty patients (16 males, 4 females) with a mean age of 69 years (5-88 years) suffering for a
HALNU for upper urinary tract tumour. Mean BMI was 27.5. The ASA score was Il in 26.7% of the patients,
IIlin 60% and IV in 13%. The mean operative time were 169 min (range: 100-240 min) and the mean and
median intraoperative blood loss were 547ml and 300 ml, respectively (25-1200 ml), with transfusion in
23% of the patients. The mean fall of Hemoglobin after the surgery was of 2.17 g/ml. No conversion to
open surgery occurred. Minor complications appeared in 38.5% of patients (ileus, AUR, wound infection,
urinary infection) and major complications occurring in 23% (angor, heart insufficience, enteric fistulae).
The mean time to oral intake was 46 hours and the mean hospital stay was 5 days. The pathological study
revealed transitional cell carcinoma in all cases (grade I: 11.8%, grade II: 58.8% and grade III: 29.4%), pTa
5.6% (TNM 1997); pT1:22.2%; pT2:38.9%; pT3:38.9% and pT4:11.1%).Two patients had bladder cancer
associated, that were removed during nephroureterectomy.

With a mean follow-up of 23 months, 30.8% of patients developed bladder recurrente at a mean of 10
months alter surgery. No patient developed local recurrence. A patient (pT4) developed distant metastasis
while follow-up. The long-term survival was 90%.

Conclusions: Even though open approach is considered the gold Standard treatment, laparoscopic
approach has shown its applicability with a favourable safety profile while providing good oncologic
outcome. Hand assisted laparoscopic nephroureterectomy with pluck-off technique for treatment of distal
ureter provides oncologic outcome comparable to previous reported for open surgery.
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Radiofrequency ablation of small renal masses: Intermediate term results of 56 tumors in 49
patients

Joniau S., Tailly T., Goeman L.2, Valcke A.3, Vandeursen R.%, Vekemans K., Oyen R.%, Ameye F.2,
Van Poppel H.*

University Hospital Leuven, Urology, Leuven, Belgium, 2Hospitaal St-Jan, Urology, Brussels, Belgium,
3Imeldaziekenhuis, Urology, Bonheiden, Belgium, 4St-Augustinusziekenhuis, Urology, Antwerp, Belgium,
5Virga Jesseziekenhuis, Urology, Hasselt, Belgium, ®University Hospital Leuven, Radiology, Leuven, Belgium

Introduction & Objectives: Percutaneous radiofrequency ablation (RFA) is increasingly used to treat
small renal cell carcinomas (RCC), especially in elderly patients and poor surgical candidates. The safety
and intermediate-term patient outcome in a Belgian multicenter experience with RFA was evaluated.

Material & Methods: Between December 2003 and February 2007, 56 RCC lesions in 49 patients were
treated. All patients underwent a single-cycle RFA session with image guidance. Patients were followed-up
at 1, 3, 6, and 12 months and every 6 months thereafter. Contrast-enhanced CT or MRI, and biochemical
and clinical exams were conducted at follow-up. Ablation success was defined as absence of contrast-
enhancement at the ablation site. Creatinin was measured the day before the treatment and at every
follow-up.

Results: Mean tumor size was 21 mm. There were 44 exophytic, 8 parenchymal, 2 mixed, and 2 central
lesions. Twelve patients had previously undergone radical and/or partial nephrectomy. At a median follow-
up of 20.3 months (range 0.4 — 36.6), 94.6% achieved successful tumor ablation and 87.8% of patients
were disease free. No cancer related deaths were seen. Seven (14%) patients died of non-cancer related
causes. A history of RCC surgery significantly correlated with local or systemic recurrence. There were

6 minor complications and 2 major complications. Lesions with a central component were more likely to
develop complications. There was no significant change in renal function when comparing preoperative
creatinin and creatinin at last follow-up.

Conclusions: Percutaneous RFA for small RCC was feasible in older and unfit patients in a multicenter trial
with acceptable complication rates and good overall local cancer control. Renal function was unaffected.
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Haemostatic partial nephrectomy - is radiofrequency ablation an alternative?

Salagierski M.%, Salagierski M.2, Salagierska-Barwihska A.3, Konecki T.2, Sosnowski M.2

*Medical University of Lodz, 2nd Urology, Lodz, Poland, 2Medical University of Lodz, 1t Urology, Lodz,
Poland, *Medical University of Lodz, Radiology, Lodz, Poland

Introduction & Objectives: The study has as its purpose to present our experience with a new kind of
haemostatic partial nephrectomy using radiofrequency energy which was introduced in our department 5
years ago.

Material & Methods: From July 2002 to January 2007, 14 radiofrequency ablation partial nephrectomies
were performed. 5 patients had one kidney only. Kidney tumours were localized out of the renal sinus.
Average tumour size was 33 mm (range, 22 - 55 mm) and mean age 55 years (range, 45 - 66 years).

An extraperitoneal kidney approach was adopted. The renal pedicle was not clamped. A monopolar
Cool-tip Tyco (Tyco-Valleylab, Colorado, USA) radiofrequency device under intraoperative ultrasound
guidance (7.5 MHz or 10 MHz) was used. Unlike the previous method of intraoperative radiofrequency
ablation, the approach was not to insert the probe directly into the tumour. Our procedure involved
instead inserting a single straight radiofrequency needle (17 Gauge, 20 cm in length with 20 mm active
probe) around the intact tumour. Six to ten punctures were executed depending on the lesion perimeter.
Ablation was performed to give a margin of normal renal parenchymal tissue necrosis of 5 to 7 mm in
order to mark the border of a cancer mass. The average time was 6 - 12 minutes - about 1 minute for
each puncture. Afterwards the tumour was bluntly dissected and its tissue, together with surgical margin,
was histopathologically verified. The efficacy of the procedure was assessed by means of multidetector
computed tomography in 3-D presentation. Cavity in the kidney after tumour removal with the absence of
contrast enhancement was considered as a successful treatment. Renal function was evaluated with serum
creatinine and urea levels.

Results: The average follow-up was 14 months (range, 3 - 39 months). 11 procedures were performed
without any complication. There was no bleeding during any part of the procedure. In 3 cases a delayed
urine leak was observed. 1 patient died of pancreatic cancer during the follow-up period. Histopathological
examination revealed: 13 clear renal cell carcinomas and 1 oncocytoma. In every case the coagulated
surgical margins were free of viable cancer cells. At present, the surviving patients have well-preserved
renal function and there has been no tumour recurrence.

Conclusions: Partial nephrectomy by means of radiofrequency seems to be an effective method of
nephron-sparing surgery. The major advantages of this procedure include easy tumour extraction and no
sign of bleeding. We hope that with the application of radiofrequency energy we can make positive surgical
margins less significant thus reduce the chance of recurrence. Longer follow-up, analysis of more cases
and an assessment of the cost-effectiveness of the intervention should be carried out.
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A population-based study evaluating metastatic Renal Cell Cancer (MRCC) patients treated with
interferon (IFN) alone, first-line IFN then second-line sunitinib, or sunitinib alone

Heng D., Chi K., Murray N., Kollmannsberger C.
British Columbia Cancer Agency, Medical Oncology, Vancouver, Canada

Introduction & Objectives: Sunitinib has demonstrated prolonged progression free survival in the
treatment of metastatic renal cell cancer (mRCC). However, overall survival benefit has yet to be
determined and few patients (pts) with poor MSKCC prognostic profiles were included in clinical trials. This
is a retrospective population-based study evaluating the impact of sunitinib on overall survival.

Material & Methods: The BC Cancer Agency registry identified all pts with mRCC who were treated with
IFN and/or sunitinib in the province of British Columbia, Canada. Patients were divided into three groups.
Group A consisted of all pts who received IFN alone between January 2000 to October 2005. Group B
included all pts who progressed on first-line IFN after October 2005 and were subsequently treated with
second-line sunitinib when this drug became available by the expanded access program or as part of
standard therapy. Group C included all pts treated with first-line sunitinib. Baseline characteristics and
survival data were collected.

Results: There were 131, 26 and 39 patients in Groups A, B and C, respectively. Data are reported from
the initiation of IFN in Group A and the initiation of sunitinib in Groups B and C. Median follow-up (8.4, 7.0
and 6.9 months), median age of treatment initiation (64y vs. 62y vs. 64y), number of metastatic sites (>1
site in 68% vs. 59% vs. 64%), and Karnofsky performance status (76 vs. 84 vs. 75) were similar between
groups A, B and C, respectively. The MSKCC prognostic profiles were poor in 20%, 12%, and 31% in groups
A, B and C, respectively. The estimated 6-month overall survival in groups A, B and C was 60%, 75.2%

and 84.2%, respectively (log rank A vs. C p=0.005; log rank B vs. C p=0.05). The estimated 1-year overall
survival in patients treated with IFN (Group A) vs. patients treated with first- or second-line sunitinib (Groups
B+C) was 40.4% vs 75.3% (log rank p<0.0001).

Conclusions: The introduction of sunitinib as standard treatment for mRCC appears to be associated with
a longer overall survival compared to patients treated with IFN alone.
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Altered antioxidant capacity in human renal cell carcinoma: Role of glutathione associated
enzymes

Pljesa-Ercegovac M.%, Mimic-Oka J.}, Dragicevic D.2, Savic-Radojevic A.}, Matic M.%, Simic T.*

Belgrade University School of Medicine, Institute of clinical and medical biochemistry, Belgrade, Serbia,
2Clinical Centre of Serbia, Institute of Urology and Nephrology, Belgrade, Serbia

Introduction & Objectives: We aimed to discern the role of glutathione (GSH) associated enzymes in
maintaining high GSH levels in renal cell carcinoma (RCC) of the clear cell type and analyse RCC enzyme
antioxidant capacity. Since changes in cellular redox balance in RCC might also be related to alterations of
glutathione S-transferase (GST) phenotype, GST class a and 1 expression was also explored.

Material & Methods: Human kidney specimens of tumor and distant non-tumor regions were obtained
from 15 patients with RCC at the time of surgery. The activities of GSH-replenishing enzymes, y-
glutamylcysteine synthetase (y-GCS), y-glutamyl transferase (y-GT) and glutathione reductase (GR), as well
as the activities of antioxidant enzymes glutathione peroxidase (GPX) and catalase (CAT) were determined
spectrophotometrically. GST a and m class expression was determined by immunoblott.

Results: In the course of renal cancerisation significant changes appear in the activities of GSH-
replenishing and antioxidant enzymes. The activity of key enzyme of GSH synthesis, y-GCS, is upregulated
(P<0.001), while the activites of y-GT and GR are downregulated in renal tumors compared to non-tumor
tissue (P<0.001 and P<0.05, respectively). Activities of GPX and catalase were also down-regulated
(P<0.001 and P<0.05, respectively) in RCC. Changes in enzyme antioxidant capacity in RCC were
associated with decreased GST class a (P<0.001) and unchanged GST 1 expression at protein level.

Conclusions: Changes in redox status in RCC as consequence of decreased enzyme antioxidant capacity,
together with altered GST a expression, may be important factors in the development and tumor growth.
The upregulation of y-GCS and high levels of GSH in RCC may be an attempt to limit injury caused by
oxidative stress.
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Cancer stem cell features in renal cell carcinoma derived cell lines

Rottke D.t, Ozcan Z.2, Wernet P.2, Ackermann R., Sorg R.V.2
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Diisseldorf, Institute for Transplantation Diagnostics and Cell Therapeutics, Disseldorf, Germany

Introduction & Objectives: Cancer stem cells play a crucial role in the development and progression
of tumors. However, other tissue specific stem cells like the bone marrow-derived mesenchymal stem
cells (BM-MSC) constitute components of the tumor stroma and may also contribute to these processes.
To determine whether such cells can be identified in renal cell carcinoma, we have established and
characterized renal cell carcinoma-derived cell lines.

Material & Methods: Cell lines were characterized by morphology, flow cytometry, cytogenetics, RT-PCR
expression analysis, by determining their mesenchymal differentiation potential and by xenotransplantation
into mice.

Results: The cell lines either showed epithelial or mesenchymal morphology. Both cell types displayed a
CD13+, CD29+, CD44+, CD45-, CD71+, CD73+ and CD105+ immunophenotype and revealed expression
of Oct-4 and Nanog, which are associated with stemness. Cells with mesenchymal morphology were
generally CD326-, CD90+, CD133- and cytokeratin 8/18-, whereas the epithelial cells were CD326+, CD90-
, CD133+ and cytokeratin 8/18+. Chromosomal aberrations (3p-deletion and others) were only observed
in epithelial cells, mesenchymal cells were cytogenetically normal. Irrespective of these differences, both
cell types could be differentiated in the presence of dexamethasone, ascorbic acid and glycerol phosphate
along the mesodermal osteogenic differentiation pathway. They formed bone-nodules, which were stained
by Alicarin red, an indication of calcification, and expressed osteocalcin, osteonectin, osteopontin and
bone-specific alkaline phosphatase. In xenotransplantation assays, of 10 mice injected with cells from the
CD133-negative, mesenchymal cell line DH-1, no mouse developed a tumour. In contrast, tumours were
consistently seen after injection of cells from the CD133-positive MG-1 line.

Conclusions: Epithelial-type, CD133+ renal cell carcinoma-derived cell lines have features of cancer
initiating stem cells, including differentiation along the ostegenic pathway, which may be reminescent
of the mesodermal origin of renal epithelia. In contrast, mesenchymal-type, CD133- cell lines share
characteristics with bone marrow-derived mesenchymal stromal cells and may constitute stromal
components of renal cell carcinoma, contributing to vascularization, cytokine production and
immunosuppression.
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Introduction & Objectives: In addition to therapy-related complications, cancer patients are at risk for
locoregional recurrence, distant metastases, and the development of second primary tumors. Second
primary malignancies comprise the sixth most common group of malignancies.

We present results of the metastases and occurrence of second primary malignancies in invasive bladder
cancer patients.

Material & Methods: Ninety from one hundred twenty five eligible patients with primary invasive TCC

of Bladder developed metastases or second primary malignancies. The median age was 70 (range 22-
87). The primary treatment were: radical cystectomy (RC) 58pts.(median age 66, range 43-86), partial
cystectomy 9pts.(median age 64, range 22-73) and radiotherapy (XRT) 63pts.(median age 74, range 22-
87). Five patients from partial cystectomy group treated by XRT. We analyzed the site, frequency and time
to diagnosis of metastases and SPM.

Results: Sixty six patients developed metastases and 24 SPM. The most frequently site of metastases
was Pelvic LN 34pts, Bone — 18pts, Liver -8pts, and Lung — 6pts. 4 pts developed synchronous LN +Liver
Mts. The average time from diagnosis until metastases was 14.3 months. The distribution of metastases is
different additional to treatment. After RC 17pts developed LN mts, 7 —liver mts, 6- bone mts, and 3 lung
mts. The average time to developing metastases were for bone — 6.8, for LN — 14.8, for lung — 16 and for
liver — 59.7 months respectively. After XRT LN mts developed by 17pts, 12pts developed bone mts, 3pts
—lung and 1 liver mts. The most frequently SPM was Prostate cancer 11pts (6 diagnosed synchronously,
median time 2 months), and lung cancer 6pts (median time 54 months).

Conclusions: The occurrence of metastases and SPM is related to (a) Predisposition factors (genetics,
environmental), (b) naturally occurring cancers in an increasing 