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Rare Cancers 

• <6/100.000 per year 

• histology/molecular subtyping increases the 
number of rare cancers 

• Example STS 4/100.000 : 50 = 0.08/100.000 
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Classical systemic treatment STS studies 

• Case reports 

• Retrospective analysis of case series 

– Not often practice changing 

• Retrospective analysis of trials 

– PFR at 3 and 6 months benchmarks(van Glabbeke EJC 2002, 543-9) 

– Analysis of subtypes 

• Typically few phase III studies 
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And what do we want 
• Progress beyond dox and ifos 

– E.g. paclitaxel for angiosarcoma, gemcitabine plus 
docetaxel for leiomyosarcoma and UPS and 
ifosfamide for synovial sarcoma and less so for 
leiomyosarcoma, recently pazopanib and 
trabectedin 

• Improve (quality of) life for our patients 

• A convincing level of evidence 
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First histotype directed STS study 
-The perfect example- 

• GIST 

– Clear mechanism of action 

– High activity of drug in phase I/II 

– No-activity in non-GIST STS 

– The perfect phase III studies 

• Parallel accross the ocean 

• Inclusion after pathology review 

• Optimal biological dose  
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Cancer 2012, 1649-55 

Active..... 

 

But..... 
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How could we have done better? 

• Active but (surprise?) poor compliance? 

• Do we need other approach in 
benign/borderline tumours? 

• Next step shorter treatment with more active 
drugs, specific CSF-1 inh 

• There are enough patients  patient 
involvement 
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JCO 2012, 914-20 

• First prospective chordoma trial in 20 years! 

• But primary endpoint ORR by RECIST (1/56) 

• How to do better? 

– Growth modulation index? Secondary endpoints 
well done 

– European chordoma registry with a.o. PROMS 

– Adaptive licensing or through guidelines 
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 JCO 2010 1772-79 

• Clear mech action 

• 2 unfinished studies 

• 2 different endpoints 

• 2 different doses 

• Despite slow study 

 registration 

Could we have done 
better? 

 

 

 

JCO 2010, 1772-79 

11/24 PR 
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• Median TTP 3.7 months vs 2.2 months 

• Thousands of patients in studies 

• Hard to convince regulatory 

• How should we have done better? 

• Answer: A randomised study! 

JCO 2009, 4188-96 
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Lancet Oncology 2012, 1045-1054 
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Primary endpoint neg 

Many variables 
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Controversy remains 
• Did we select the right patients? 

• Meta analysis vs individual trials 

• Histotype driven adjuvant studies? 
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Lancet Oncology 2014 415-424 

Higher response rate and PFS with 

combo, 

...but  febrile neutropenia 13 vs 46% 
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Dox vs dox/ifos 

• Everyone continues to do what he did.. 

• Could we have done better? 
– Larger study with more subtypes and QOL, but who pays? 

– Collection of post study treatments? But none proved OS benefit 

– Include shared decision making models in the future? 

– Cultural differences? ..impossible 
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JCO 2013 

2485-92 

Mix of tumours 

Mix of grades 

Mix of lines of therapy 

Many, many sites 

No biomarker 

 

 R.I.P. Ridaforolimus 

Statistical significance vs 

clinical relevance 

3.1 wks.. 
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How clinical trials in sarcoma 
should have been done 

1. Proper selection of patients (path review), trial 
design, and endpoints 

2. Consensus on possible biomarkers, and do it 

3. Centralized treatment  (EORTC database) 

4. Patient empowerment (accrual, design, regulatory) 

5. Registries with full clinical and genomic data 

6. Negotiation with regulatory agencies (flexible 
“graduation rules”), put findings in guidelines! 

 

 


