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  
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



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

  
 µ          


          
           
          
         
           
             



          

         










      
            

    
            
         


         
          
 


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
         
       


           











         
        
     
         
       





         

    
         

  
          
   


    
        
        
   500µΜ

        
250µΜ 500µΜ       

250µΜ500µΜ
          

 
  


         





             






        
 


  


         
        
          



          



 µ
            

         

          

          
           
 
           

           
  








        

          
       

          
 


µµ
           
 µ 
           

        

±±±±

         
   








  

 ± ± ± ±

 ± ± ± ±



  


          
           
 ±± 





Oral Presentations

S17

ª 2002 Cancer Research UK British Journal of Cancer (2002) 86(Suppl 1), S13 – S33

• 












          

 
         





           


            
            
       


         
          
        

            
 

           
            
            

           





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







        

            
            


 
          
         
   
          

   
 

            

         
         
        


          



          


            
≥
  
        

   










 
         

         

    
          
       

        
        
  


    
           
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negative ex-vivo expanded T lymphocytes and Ph-positive PBL was 
performed in 32 consecutive newly diagnosed patients, and delta-tel 
(Lymphocyte telomere signal -PBL telomere signal, ie relative degree of 
telomere shortening) correlated with Hasford score risk groups and time to 
progression. 51 samples from all stages of disease had hTERT mRNA and its 
splice variant transcripts (functional +a+p, and /or non-functional-a, -P, or­
a-P) measured by Light Cycler and RT-PCR respectively. Telomerase 
activity was measured by TRAP assay. Results: Mean delta-tel was 
significantly higher in high-risk than low-risk score groups (3.4±2.8 kMESF 
vs 0.6±2.2 kMESF, mean±SD, p<0.05). Patients with a delta tel above the 
group mean had significantly reduced time to progression as compared to 
those below the mean (Log Rank test p<0.001). +a+p hTERT transcript 
levels increased significantly with disease progression, and were highest in 
blastic phase (BP). This was associated with a shift from a heterogeneous 
pattern of splice-variant hTERT rnRNA at diagnosis to +a+p containing 
transcript patterns at BP. The presence of +a+p was required for telomerase 
activity, as demonstrated by TRAP assay. 53% of diagnostic samples did not 
express +a+p and there was a trend towards greater delta-tel values in this 
group. Conclusion: Telomere shortening in CML is greatest in high-risk 
score patients at diagnosis, and may predict for progression of disease. +a+p 
hTERT mRNA is upregulated by alternative splicing during disease 
progression, and although universally expressed in BP, is not in earlier phase 
disease. The latter group consisted of patients with the greatest degree of 
telomere loss at diagnosis. 

3.5 
MULTI-CENTRE COHORT STUDY OF TESTICULAR CANCER IN 
MEN WITH HIV. 
Powles T5, Daugaard 0 2, Nelson M1, Oliver T5, Fisher M3, Stebbing J4, 
Johnson M 4, Gazzard B1 and Bower M 1• 

1Chelsea and Westminster, 2Rigshoitalet (Denmark), 3Royal Sussex County, 
4Royal Free, and 5St Bartholomew's Hospitals. 

Introduction: There have been conflicting reports as to the frequency and 
nature of HIV related germ cell tumours (GCT) and its treatment. We present 
a large multi-centre series addressing the clinical presentation, therapy and 
prognosis. 
Patients and methods: Between 1984-1999, 31 HIV positive men presented 
with GCT to 4 UK and I Danish HIV treatment centres. Patients were 
identified from hospital databases. The median age was 33.7 yrs (range: 23-
61) and median CD4 count was 275 mm·3 (range: 90-922 mm·3) at diagnosis. 
The median duration of HIV infection prior to diagnosis of GCT was 42 
months (range: 0-108). 
Results: Seventy-eight percent of patients were diagnosed with seminoma 
and 22% with mixed GCT. Treatment comprised of surveillance or adjuvant 
therapy for stage I disease, chemotherapy (CT) or radiotherapy (RT) for stage 
II, and CT for stage III. Ten patients received CT, five RT and one a 
combination of both, without excessive adverse effects. Treatment caused a 
fall in the median CD4 count (283-200 mm.3). Four patients received highly 
active anti-retroviral therapy prior to diagnosis of their GCT, and fourteen 
have started subsequently. 

Prior CD4 Follow-up HIV GCT 

Stage n AIDS count(mm3)* (mnths(range)) deaths deaths 

21 38% 275 52 (90-118) 28% 4% 

II 6 16% 190 54 (6-96) 33% 16% 

III 4 0% 320 68 (12-115) 25% 0% 

* at diagnosis ofGCT 

Discussion: The excess of seminoma in this series supports the findings of 
large cohort studies from the United States. Although other series from 
Europe have suggested an excess of mixed GCT and teratomas. The GCTs in 
this series, present and should be treated as in the HIV negative population. 
Chemotherapy and radiotherapy are well tolerated, but do adversely affect the 
CD4 count. The majority of the mortality relates to HIV disease. 

3.6 
BONE MARKER DIRECTED BISPHOSPHONATE THERAPY IN 
METASTATIC BONE DISEASE 
J E Brown*, S Ellis, S Gutcher, L Turner, 0 P Purohit, RE Coleman 
Academic Unit of Clinical Oncology, Cancer Research Centre, Weston Park 
Hospital, Sheffield SI0 2SJ, UK. 

Bisphosphonates are potent inhibitors of tumour-induced osteolysis and 
therefore are widely used to reduce the skeletal morbidity associated with 
metastatic bone disease. Bone resorption markers such as urinary Ntx 
indicate the rate of bone breakdown and there is evidence that elevated levels 
of Ntx are correlated with the frequency of skeletal related events. Previous 
studies have shown that normalisation ofNtx is correlated with reduced bone 
pain and improved quality of life. Clodronate at the usual daily dose of 1600 
mg often fails to normalise bone resorption. In this situation, Ntx 
measurement may potentially be used to direct bisphosphonate therapy. The 
aim of the present trial is to determine whether higher doses of oral or 
intravenous clodronate can normalise bone resorption in patients who fail to 
normalise on 1600mg clodronate, as measured by urinary Ntx. 
Patients commence on 1600 mg oral clodronate and, in patients who fail to 
normalise their urinary Ntx (Ntx<67nmol/mmol creatinine), the dose is 
escalated by 800 mg at 6 weekly intervals to a maximum of3,200 mg. Those 
who fail to normalise or who do not tolerate oral therapy receive treatment 
with 1,500 mg clodronate iv 3 weekly. Patients failing to normalise after two 
intravenous infusions are withdrawn from study. Patients who normalise on 
a given dose are continued on this dose and followed for 24 weeks. All 
patients are also monitored for bone pain, analgaesic use and quality of life 
Of the 40 patients recruited so far (February 2002), 16 were initially normal 
or normalised on 1600 mg clodronate. 5 patients normalised during dose 
escalation, including 4 on increasing doses of oral clodronate and I patient 
whose oral clodronatc was stopped because of GI toxicity, normalised on iv 
clodronate. 7 patients completed the study but failed to normalise and 3 have 
been on study for less than 6 weeks. Of the remaining 9 patients, 5 died from 
progressive disease before completing the study though none of these had 
normalised at the time of death. Two patients withdrew from the study 
because of GI toxicity, another was withdrawn because of hypercalcacmia 
and one patient withdrew for personal reasons. 
This study is one of the first of its kind to determine if the use of biochemical 
markers can guide tailoring of bisphosphonate treatment to the individual. 
Early results from the study of marker directed therapy indicate that, for some 
patients, dose escalation may suppress bone resorption to a level within the 
normal range. If the full study confirms a clear dose response relationship 
within subjects, a subsequent comparison of the routinely used fixed dosing 
schedule with marker directed therapy would be appropriate. 

3.7 
THE EFFECT OF RADIOTHERAPY DOSE IN THE PALLIATION 
OF SYMPTOMATIC METASTATIC RENAL CELL CARCINOMA 
D. Wilson1·, L. Hiller, L. Gray2, M. Grainger3, A. Stirling3, N. James1•2 • 

1The Cancer Centre, University Hospital Birmingham, 2Cancer Research 
Trials Unit, Institute for Cancer Studies, University of Birmingham, 
Edgbaston, Birmingham; 3Royal Orthopaedic Hospital, Bristol Road South, 
Birmingham, UK. 

INTRODUCTION: Renal cell carcinoma is commonly regarded as a 
radioresistant malignancy. The results of retrospective studies are conflicting 
with respect to the effect of palliative radiotherapy dose escalation on 
response and time to progression. 
METHODS: From December 1995 to April 2001, 143 independent 
palliative radiotherapy treatments were delivered to 78 patients with 
metastatic renal cell carcinoma in a single institution. Retrospective data were 
obtained regarding the radiotherapy schedule used, symptomatic response 
obtained and time to symptom progression. Biological effective dose (BED) 
was calculated using the formula BED=D (l+d/a/j3), where D = total dose 
and d = dose/fraction, and a/j3 = I 0, as used by previous authors for renal cell 
carcinoma. The log-rank test was used to assess any differences in time to 
progression, and Cox Proportional Hazards analysis was used to determine 
prognostic factors of time to progression. After exclusion of multiple sites, 
sensitivity analysis was performed on a per patient basis. 
RESULTS: Overall symptomatic response rate was 73%, most responses 
being partial (67%). Forty three (38%) patients had symptomatic progression 
after a median follow-up of 425 days. Biological effective dose (BED) was 
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