
Immunobiology snd biologicsl therapies 

increases in BAP (p<O.OOl) and BSI scores (p=O.O8) were suppressed 
when compared to placebo treatment. 

Concfuslcns: In HRPCa patients, 10 mg atrasentan delays progression 
as measured by clinical, biochemical. and imaging criteria. The extent of 
skeletal tumor burden, assessed by biochemical and bone scan measures 
can provide prognostic information about patients clinical disease course. 
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Purpose: Patients after radical therapy for prostate cancer (radical prosta- 
tectomy, radiation therapy) with rising PSA continue to be a diagnostic and 
therapeutic challenge. Reqent studies reported promising data of C-11 ac- 
etate in visualization pf recurrent tumor site as well as metatastatic spread of 
pro.&&3 cancer. In particular, this PET tracer does not undergo urinary tract 
excretion and seems therefore to be suitable for evaluation of locoregional 
disease. This study aims to evaluate the potential role of C-11 acetate PET 
imaaina in patients with rising PSA after radical therapv in choosinr) the 
mOs &n&ate treat&nt o$ion (local antior systemiciherapy). - 

Methods: 13 dinicalb iisymptomatic patients with rising PSA and ev- 
idence of recurrent/met&+& disease by standard imaging procedures 
(SIP) induding bone scan, CT, MRI have been evaluated. C-11 acetate 
dynamic imaging of the prostate region has been performed after i.v ad- 
ministration Of 400 MBq of C-11 acetate followed by whole body scans with 
a PET hng scanner. In case of abnormal Gil acetate uptake in previously 
unknown lodalizations, additional radiological work-up has been done. C-11 
acetate images were analyzed by visual interpretation followed by. 3D image 
fusion of PET with CT and/or MRI for a better anatomical localization of 
suspected tumor sites. 

Results: In 11 out of 13 patients (85%) increased C-11 acetate uptake 
was found. Seven of C-11 acetate positive patients (84%) demonstrated 
local and/or systemic manifestations which could be confirmed by SIP. In 
addition, previously unknown lesjons could be detected by C-11 acetate 
imaging in 5 of 7 patients heading to modifiition of the treatment strategy. 
The remaining 4 pati&ts cfemonstrated increased C-11 acetate uptake only 
locally and were therefwe selected as candidates for local radiotherapy 
with potentiatly curative ir$ention. In 2 patients (PSA level 0.6 and 1.4) no 
tumor sties were detected in accordance to SIP. 

Conciuslon: Our preliminary data demonstrate the feasibility of C-11 
acetate whole body PET 9s a promising new imaging modality to localize 
the tumor sites Iri patients with rising PSA after radical therapy. These data 
indicate that C-11 acetate PET scan may be helpful to select patients with 
local disease from those having distant metastases to choose the most 
appropriate therapeutic option. 
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Aim: The specific oral EGFR-tyrosine kinase inhibitor (EGFR-TKI) ZD1839 
‘Iressa’ is underclinical development asan anticance&agent. Sir+ce receptor 
inhibition by ZD1839 is required for optimal antitumour activity, we have 
studied in vivo the pharmacodynamic (PD) effects of 7X31&39 on EGFR 
activation and receptor-dependent events in the skin, an EGPRdeperldent 
tissue, in cancer patients participating in ZD1839 Phase I clinical trials. 

h&mods: We studied the hi$topathologioal-and molecular cotisequencs 
of escalating doses of daily oral ZD1839 in,104 pre- anetlbr on-therapy (at 
approximately day 28 of therapy) skin biopsies from 85 cancer patients. 
We measured ZD1839 effects on EGFR adtivation by immunohistochem- 
istty, using an antibody specific for the activeted-phosphotyiated-EGFR; 
effects on receptor signalling (act&&d MAPK), proilferation; p27KIPl and 
maturation were also assessed. All statistical testswere two+&d. 

Flesulls: Histopathologi~ly. the stratum corneum of the epidermis was 
thlnner during therapy (p<O.OOl). In hair folliies; prominen! keratin plugs 
and microomanisms were found in dilated infundibufa. On ihe mofecular 
level, ZD1839 suppressed EGFR phosphorylation tn a&EGFR-expressing 
cells (p<O.OOl). In addition, ZD1839 Inhibited MAPK act&&n ~(p~O.001) 
and reduced the keratinocyte prollferetion index (p&981). Coti&nitantl~, 
ZD1839 increased the expression of the cyclin ~&pendent kina& inhibitor 
p27KIPi (pcO~OO1) and of maturation markers (kefatin 1 and phespho- 
STAT3) (p-~O.O01) and increased apoptosis (pzO.001). Theseeffects on 
the target and EGFRdependent molecular endpoints werelobsenred et all 
dose levels, before reaching dose$miting toxicities. 

Conclusfons: Oral daily ZDi839 inhibits EGFR activation and affects 
downstream receptor dependent processes in viva. The Observed effects 
may be responsible for the acneifonn raslles and desquamation that are 
seen in some patients. EffeUs of receptor inhibition were prataond et doses 
well below the one producing unacceptable toxicity; a findi% that strongly 
supports the use .of PD assessments to select optimal &es, instead, of a 
maximum tolerated dose, for definitive effffcy and safety.tials.-In addition, 
our studiesshow an important role for the EGFR in normalaf$ult skin biology 
and provide a rationale for the investigation of ZDT839 in EtiFRdependent 
skin disorders, such as psoriasis or epithelial turnours. 

‘Iressa’ is a trade mark of the AstraZeneca group of companies. 
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Purpose: We have demonshated the potential of the.HSV-0 7WGCV and 
E.&i CD/5-FC enzyme/prodmgs systems as cancer thdrapies etiensively 
in animal model systems. The present dinical study was c&r&d out to 
determine whether the intraprostatic Injection of EIB-attenuatad edenoviral 
vector containing a double suicide gene together wtth two.pmdrugs adrnin- 
istretion would be safe and exhibii any therapeutic activitiy in pattents with 
locally recurrent prostate cancer following mdiation therapy. 

Methods: A total of twelve patients with locally recurrent p&state cancer 
(biopsy proven and rising serum PSA on three con&u&e measurements) 
were entered into the trial. Three cohorts of patientswere u’s& to escalate 
the viral dose adminlstration ranging. from 10 to the Wvp to 19 to the 1Zvp. 
The vector used was a El B-attenuated adenoviralvector containing HSV-1 
thymidine kinase/E.coli cytosine deaminase fusion gene. ‘ii@ days after 
the TRUS guided viral injection ihto the prostate; patienrs re&ived a 7 day 
course of two prodrugs, gancidovir and 5-fluomcytoiine. Reg&ar follow-up 
tests including serum PSA, prostate biopsy to de&mine the transgene 


