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• EORTC STBSG 

 

• World Sarcoma Network 

 

• Investigators initiated Trials (national 

groups, centers, etc.) 



 

33 patients recruited 



 











Added value 

• Expertise 

• Reputation 

• Infrastructures 

• Biobanking facilities 

 

 



Limitations 

• Costs (regulatory burden)  need 

for a Sponsor 

• Lenght of processes 

• No formats for non drug trial 

 

 



Metastatic GIST in 

response on IM 

Follow 

for 

PFS & OS 

Imatinib 

Imatinib + surgery at best response 
(within 1 yr) 

• 12 pts recruited 

• 30 centers 



Any alternative to randomization ? 

• A prospective, non-randomised study  aimed at 

evaluating the efficacy of surgery designed as a 

true clinical trial, with all the implications in terms 

of methodological constraints and quality 

controls (not an observational study) 

Comparative effectiveness 



Metastatic GIST in 

response on IM 

Follow 

for 

PFS & OS 

Imatinib 

Imatinib + surgery  
at best response 

Benjamin et al. Proc Am Soc Clin Oncol. 2003;22:814. Abstract 3271. 

Rankin et al. Proc Am Soc Clin Oncol. 2004;23:815. Abstract 9005. 

Verweij et al. Proc Am Soc Clin Oncol. 2003;22:814. Abstract 3272. 

Allocation by pt. will 

Providing adequate informed consent is given 

and eligibility criteria are met 



http://www.worldsarcomanetwork.com/test/




Added value 

• “easy” process 

• reduced costs 

• Ideal template for small phase II 

studies on rare subtypes 

 

 

http://www.worldsarcomanetwork.com/test/


Limitations 

• No infrastructures 

• No biobanking 

• No money 

 

 

http://www.worldsarcomanetwork.com/test/




R 
ht-CT x 3 

           Chir + RT 

EI x 3  Chir + RT  

 High grade, adult-type 

 Extremity and trunk wall 

 >5 cm and/or local rec 



 Leiomyosarcoma      16% 

 Round cell liposarcoma (>5%)    10%  

 Synovial sarcoma       22% 

 MFH, pleomorphic sarcoma     30%  

 Malignant Peripheral Nerve Sheath Tumor  6%  

 Pleomorphic rhabdomyosarcoma    3% 

 …? 

 

histotypes… 

Frequency in the previous study (222 reiewed cases) 



 Leiomyosarcoma    gemcitabine + dacarbazine 

 Round cell liposarcoma  trabectedin 

 Synovial sarcoma    ifosfamide 

 MFH, pleomorphic s   gemcitabine + taxotere 

 MPNST     Ifo + VP16 

 

 

 

Histotype tailored CT 



 Leiomyosarcoma    gemcitabine + dacarbazine 

 Round cell liposarcoma  trabectedin 

 Synovial sarcoma    ifosfamide 

 MFH, pleomorphic s   gemcitabine + taxotere 

 MPNST     Ifo + VP16 

 

 

 Myxofibrosarcoma 

 Unclassified Spindle Cell Sarcoma 

 Pleomorphic Liposarcoma 

 Pleomorphic Rabdomiosarcoma 

 

Histotype tailored CT 



 DFS standard vs ht-CT 

 

 

 

 

 

Primary endpoint 



Secondary endpoints 

 Objective Response standard vs ht-CT in 
distinct histotypes 

 

 Overall Survival  standard vs ht-CT 

 

 Overall Response Rate standard vs ht-CT 

 

 Patterns of tumor response 
(radiologic/pathologic) standard vs ht-CT 

 



• Efficacy study 

• Ortogonal study of surrogacy, aimed at testing 

whether response correlate with survival 

 

• In practice if those who respond more live longer 

without disease and eventually survive more; we 

could then extrapolate that the more active 

regimens (either stantard or tailored) are also 

the more effective in each stratum 

 



Study design (450 registered 

patients) 
• The HT approach involves substantial organizational burden and is considered 

clinically worthwhile if associated, overall, with a 30% reduction in the hazard of 
relapse, corresponding, for instance, to a reduction in the long term risk  of relapse 
from 50% to 39%. In order to assess such an effect with 80% power at the 5% (1-
sided) significance level, 144 events (relapses or deaths) need to be observed. It is 
expected that the study will be able to recruit approximately 300 patients over a 3-
years period, from a pool of  400-450 registered patients. The final analysis will take 
place after the observation of the 144th event, which should occur 4-5 years after the 
recruitment of the 1st patient. 

 

• Subgroup analysis: A crucial question in this study relates to the possible different 
effect of HT CT, as compared to standard CT, in different histotypes. This question 
will be addressed in 2 ways. First, a standard subgroup analysis according to 
histotype will be conducted, based on the tests for histotype-by-treatment interaction 
and on the inspection of the appropriate Forrest plot. It is acknowledged that, due to 
the limited sample size and to the rarity of some of the subgroups, this subgroup 
analyses have very low power. 

 

• Second, should the validation study on radiological and pathological response as 
surrogate endpoints provide positive indications, response rate will be modeled as a 
binary variable and by means of a logistic regression model the interaction between 
treatment arm and histological subtype will be assessed. Due to the well known 
relationship between the effects of a treatment on the true and on a surrogate 
endpoint, this analysis is expected to have much more power than the one based on 
RFS. 





1.Universite Lyon Claude Bernard  

2. Academisch Ziekenhuis Leiden 

3. Institut Gustave Roussy 

4. The Chancellor, Masters and Scholars of the     

University of Oxford 

5. Fondazione IRCCS Istituto Nazionale Tumori 

6. Istituto Ortopedico Rizzoli 

7. Institut Bergonie 

8. Azienda Unità Locale Socio Sanitaria n.9 Treviso 

9. Fundacion de Investigacion del Cancer de la 

Universidad  de Salamanca 

10.Maria Sklodowska-Curie Memorial Cancer Center 

11.Ruprecht-Karls-Universitaet Heidelberg 

12.Servei de Salut de Les Illes Balears 

13. European Organitation for Research and Treatment  

of Cancer 

14.Sarcoma Patients Euronet 

15.The University of Birmingham 

16.Oxford Gene Technology 

17.Lyon Ingenierie Projects 



EUROsarc 



EUROsarc 



EUROsarc 



Added value 

• “easy” process 

• reduced costs 

• Investigators’ commitment and 

enthusiasm… 

 

 



Limitations 

• No infrastructures 

• All trial related costs on 

participating institution 

• Light monitoring 

• … 
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