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• Recogition 
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• Solutions 
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For 35 % the diagnosis is not totally correct 

Rate of concordance by patient sub-group 

188 

Second opinion requested 

53 (28%) 

Total 

discordance 

53 (28%)  

Partial 

concordance 

82 (44%)  

Total 

concordance 

178 

Second opinion not requested 

17 (10%) 

Total 

discordance 

44 (25%) 

Partial 

concordance 

117 (65%) Total 

concordance 

 

For 56 % the diagnosis is not totally correct 

 

Pathology review ! 

http://www.canceropole-lyonrhonealpes.com/htm/fr/index.php
http://www.reseau-concorde.org/public
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Clinical practice guidelines 
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Investigation Rhône Alpes Distant metastasis and multidisciplinary 

assessment 
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French Clinical network 

( NetSarc) 

3 Centres coordonnateurs 

5 Centres experts missionnés 

Sur 8 sites 

17 Centres experts 

+ 1 Centre expert  
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Netsarc 2010-2012 

• N=8954  patients with sarcomas 

• Primary surgery in 

– Reference center 

• R0 : 60%, R1: 36%, R2: 4%  

– Primary care or non reference center 

• R0 : 30%, R1: 49%, R2: 21% 

 (p<0.000) 
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cell genome 
Sjoblom et al, Science 2006 

• Breast or colon carcinoma: cell lines oru xenografts (n=22) 

• 13023 genes sequenced, 3 millions PCR, 452 MB 

• otal : n=90 mutated genes per cell lines 

• Identification of n=189 significant genes  

• Mean:  n=11 (total genome n=14 à 20) 

• Transcription, adhesion, invasion 

• CANdidates CANcer (CAN) genes 

– « Expected »: p53, KRAS, APC, MRE11… 

– Oncogenes for other tissues : MLL3, EPHB6.. 

– Unexpected: PKHD1, tubuline tyr ligase TTLL3 

• CAN genes C. du sein ≠ C. colorectal 
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Median PFS 

(months) 
6 / 19 

3-year estimate 

(%) 
5 / 17 

P value 

(logrank test) 
0.017 

KIT exon 9 mutants (10% of patients) 

KIT exon 9 mutants: 400 mg / 800 mg  

Other patients: 400 mg / 800 mg  
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Treatment of cancer needs genomics 

  Dose Adjuvant 

KIT Exon 11   Im 400     + 

KIT exon 9   Im 800     + 

PDGFRA 

Non D842V Im 400     + 

D842V:    0     0 

KIT/PDGFR WT  Im 400     +/? 

NF1  ?/Im 400    +/?  

SDHB  ?/Im 400    +/? 

Raf  ?         ?   

Pediatric ?      ? 

GIST are at least 10 diseases 
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Rapid complexification of the molecular 

informations 
• Gene expression profile 

 

 

 

 

 

Mindact EORTC 10041 
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Which subset? Which target? Which agents? 

Rapid complexification of the molecular informations 
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The environment of the cancer cell 

18991: Interferon 

18071 

Adjuvant  

ipilimumab 

• uPA/PAI1 

• Immune effectors 

Scientific challenges 
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Stroma 

(immune cells…) 

Molecular  

typing 

Histology 

A new vision of the disease 
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Stroma 

(immune cells …) 

Molecular  

typing 

Histology 

Trials on genotype? 

e.g. CREATE  

Trials on subsets  

of histotypes 

A new vision of the disease 
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• Cancer Leagues  

• Patient advocacy groups 

Reinforcing interactions 
• New academic partners 

• Novel models of collaboration 

HQ 

G3 

G2 

G4 

Gx.. 

G7 

G9 

G8 

G6 

G5 

G1 

• Pharmaceutical industry 
• New partnerships 

Ntl 

Group 

Ntl 

Group 

Ntl 

Group 
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Tumor banking and registries 
• Tumor banks 

 

• Facilitating the donation of tumor tissues across countries  
– Less specific informed consent 

– useful for advancing science 

– Economic value (competition with Far east) 
 

• Prospective clinical data bases and registries 
 

• Collaborative networks focusing on health care   
– properly funded for quality of care reasons,  

 

• Observational clinical studies on selected patient subgroups  
– tailored to answer specific open questions  

– value of retrospective and observational research 

– research resource allocation decisions.  
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EORTC  

CRC 

Screening 

platform 

 

 

Tumor blocks 

screened for 

mutations / 

expression 
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1 st line Phase II trial: 

EGFR monotherapy 
ras/raf wt,  

high ligands 

b-raf inhibitor and  

chemotherapy                               
b-raf mut  

k-ras mut  

k-ras mut  

treatment outside EORTC 

trials 

treatment outside EORTC 

trials 

PI3KCAmut  

 MSI 

xxx  

No Chemotherapy 

Inhibitor X and imaging 

treatment outside EORTC 

trials 

Chemotherapy and 

antibody W 

treatment outside EORTC 

trials 

treatment outside EORTC 

trials 

treatment outside EORTC 

trials 

treatment outside 

EORTC trials 

treatment outside 

EORTC trials 

 

MEK-inhibitor (?) + 

chemotherapy 

 

 

treatment outside 

EORTC trials 

treatment outside 

EORTC trials 

treatment outside 

EORTC trials 

Phase II with new 

chemotherapy 

Trial X 

and chemotherapy 

treatment outside 

EORTC trials 

treatment outside 

EORTC trials 

treatment outside 

EORTC trials 

treatment outside 

EORTC trials 

treatment outside 

EORTC trials 

treatment outside 

EORTC trials 

Phase I with 

Drug F 

 

Phase I with  

 

A and B 

 

Phase I with 

X and Y 

treatment outside 

EORTC trials 

xxx  

xxx  

xxx  

EORTC Clinical Trials 
“Rational treatments to right patients” 
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Networks and PAGs 

• Health care Networks  

 

• Reference centers, within quality control programs. 

They improve health care and they improve accrual 

in trials as well as clinical quality within clinical trials. 

 

• Patient information about trials (what they are, where 

they are available). There is even a greater added 

value for the today patient in entering a trial. 
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Contactgroep GIST 
Nederland - Belgie 

18 SPAEN Full Members 
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Pharma and academic trials 

• Share the results across trials including with industry 
sponsored trials.  

 

• Collaboration across companies  
– Comparing drugs in tumors with unmet needs 

– Combining drugs 

 

• Large multisources Databases, Registries 
– Funding issues 
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How to improve collaboration ? 

National 

European 

Worldwide 

Centres Phase II, not so rare subtypes 

Phase III - not so rare subtypes 

Phase II super rare subtypes 
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Incentives for clinical trials 
 

• Incentives for orphan drugs devpt for pharma companies 
 

• Drug supply by pharma to academics before any approval? 
 

• Screen rare tumors in Phase 1 setting  

– based on molecular screening ? 
 

• A need framework study protocols on specific rare cancers 

liable to be sequentially exploited for different drugs ? 
 



Brussels 25 5 2012 

Enrich clinical trials 

• Enrich the informations collected from Rare 

cancer trials need to be richer in information 

in order to maximize their efficiency, e.g. a 

long follow up for each patient 
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Collaborations 

• In rare cancers, national, international, even global collaborations 

should be pursued to make investigator-driven studies possible.  

 

• Clinical Trial Directive is currently under revision. It is 

recommended that it is improved in some crucial aspects.  

 

• Sponsorship of international trials for investigator-driven studies 

are sponsored by academic institutions, collaborative groups,  

– difficult to comply with regulations which differ from country to country, 
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A World Sarcoma Network is needed 

9/28/2012 30 
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The World Sarcoma Network (2009) 

Studies pipeline 
 

• nilotinib in PVNS with t(1,2) M-CSF-col6A3 fusion gene  

•mTOR inhibitors in PEComas, and in tumours of the TSC complex  

•Aplidin in Dedifferenciated Liposarcomas with JUNK overexpression  

•Alk inhibitors in inflammatory myofibroblastic tumours with Alk amplification and over 

expression 

• IGF1R inhibitors in GIST with IGF1R over-expression and amplification 

• MDM2 inhibitors (nutlin3a) in WDLPS with MDM2 amplification 

• MET inhibitors in sarcomas with translocation involving fusion genes encoding for 

abnormal transcription factors (ASPS, CCS) 

• VEGFR2 inhibitors in ASPS 



Brussels 25 5 2012 

How to improve collaboration ? 

National 

European 

Worldwide 

Centre 

Group 

Intergroup 

EU  (EORTC) 

National- x-fold 

EU FPs 

Partnership 

Structure Funding Perimeter 

Patient 

Advocacy 

Groups 

Partnership 

with pharma  

industry 
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Regulatory aspects 

• Regular consultations between regulatory 

bodies, pharma, academia, scientifc 

societies-ESMO, and PAGs 

 

• Simplify and streamline the access to 

compassionate use programs 
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To address major scientific questions 

1900 

2000 

17/23 solved 

1/7 solved 

Oncology research …  a « hard science »  

with multidimensional complexity 
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Questions for the next 20 years 

1. Is it possible to organize the health care systems to ensure optimal local 
treatments, surgery and radiotherapy, for all patients? 

 

2. How to build simple academic clinical trials? 

 

3. Is it possible to organize annotated multinational tumor collection and 
storage to enable clinical research on molecular subtypes? 
 

4. How can we integrate the volume of molecular information generated to 
the routine care of the patient? 
 

5. Can health care systems absorb the cost of targeted treatments? 

Some are organisational 
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Questions for the next 20 years 

6. How to recognize the driving mutations in individual patients 

to guide the treatment? 
 

7. How to generate algorithms with tumors+ constitutional 

genomics+patients info to guide treatment decisions? 
 

8. Does adjuvant treatment with targeted therapies prevent or 

postpone relapse? 
 

9. Can we define better surrogate markers for overall survival? 

 

Some are scientific 
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Questions for the next 20 years 

10. Is resistance to targeted treatment unavoidable in advanced phase? 
 

11. What are the paradigms of combination or sequential treatment to 

prevent resistance? 
 

12. Can surgical removal of the metastatic burden reduce the risk of 

emergence of clonal and clinical resistance? 

13. Can immunotherapy cure minimal residual disease in man? 
 

14. Is it possible to generate models on when to stop specific treatment? 
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Conclusions 
Improving clinical research on rare cancers 

 
• Recognition : improved through education and networking 

 

• Management : poor to be improved with reference center 

 

• Fragmentation : ineluctable- an opportunity 

 

• Solutions : collaboration, interactions 


