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         PET – „temporal resolution“   
Baseline D 14 

Prior et Montemurro, CHUV Lausanne 

 

van den Abbeele et al. ASCO 2005 

baseline C 1 d 7 2 weeks off 

treatment 

treatment 
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   PET in 1st-line Imatinib 

Goerres et al. Eur J Nucl Med Mol Imaging 2005 

• Early PET response predicts outcome 
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   Role of PET 

Selected Cases / Situations 

 

• Early Response Assessment 

– Neo-adjuvant treatment 

– Selection of treatment  for a specific mutation  ???  

– CAVE:  FDG-neg GIST  ---  role of baseline PET 

 

• Increases Detection Rates 

 

• Trials 
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Free Circulating Tumor – fct DNA 
MM 

Richardson et Iglehart CCR 2012 

 

Demetri et al. ASCO 2013 
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Tumor  Tisse 

Blood Plasma Free Circulating DNA 

Mutation-Specific Quantification of fcDNA  

(known + unknown mutations) LINE1 Quantification 

Detection of Mutation(s) 

Ligation PCR Real Time PCR 

Sanger sequencing 

Courtesy: Von Bubnoff   et al. ASCO   2013 

          FCT DNA as Biomarker 
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cKIT exon 11 del K550-K558 

LINE 

Rapid decrease of mutant fcDNA 

Courtesy:  Von Bubnoff   et al. ASCO   2013 
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TIME (Days) 

LINE1 fraction of V559D allele  trend 

Debulking mesenterial 

Imatinib Sora Sunitinib Dasa Imatinib + Eve Doxorubin BSC 

Day 71 Day 106 Day 161 Day 249 
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InsAY502-503 allele 

trend 

                 Detection / FU Multiple Clones 

Courtesy:  Von Bubnoff   et al. ASCO   2013 
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   Imatinib PK - Outcome 
MM 

Demetri et al. JCO 2009 
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   Self Reported Imatinib 
MM 

Call et al J Gastroint Cancer 2010 
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            (free) Drug Level = side effects 
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Widmer N et al, Br J Cancer 2008 
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      Total and free Imatinib 

Widmer N et al, Br J Clin Pharmacol 2006 
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Anticancer Agents  A A 

II. Efflux,   ABC transporters  

e.g. P-gp 
= ABCB1 

A A 

ATP 

Metabolites 

III. Biotransformation, 
XME 

ATP 

I. Influx, SLC 

A A 

ATP 

             ADME players at cellular level 

Courtesy:      bertrand.rochat@chuv.ch 

Rochat , Curr Cancer Drug Targets 2009  
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Blood PK  is different from intratumoral PK 

            Rochat , Curr Cancer Drug Targets 2009 

   Rule #1 in ADME : 

Levels in  Plasma 

0 4 8 12 16 20 24 
Time [h] 

Patient II 

Patient I 

Levels  in Tumors  

Patient II 

Patient I 

T = 8h 

 
 

Courtesy:      bertrand.rochat@chuv.ch 
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Progression ……… ? 

Montemurro, CHUV, Lausanne 
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                  Adherence = Execution X Persistance 

Jeanneret   et al. Rev Med Suisse 2011 

Electronic „Pill Box“ 
Montemurro, CHUV, Lausanne 
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        Adherence / Drug Levels 

• Drug Level(s) 

– Probable Correlation with Outcome and Toxicity 

– Suggested Trough level > 1100ng/ml 
 

• Adherence 

– Always double-check 

– Unreliable:     Refill / Diary  

– Electronic «Pill Box» 

– Intervention / Education in patients «at risk» 

 

 

Demetri  et al, JCO 2009; Widmer et al Br J Cancer 2008; Call et al J Gastroint Cancer 2010 
Jeanneret et al Rev Med Suisse 2011, Mathes et al CTR 2014, Blay et Rutkowski CTR 2014 
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