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Grier Et al NEJM 2003;348:694
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Localised good responders:
13 cicli in totale
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Localised good responders
14 cicli in totale

�

Le Deley, et al JCO 2014



Localised poor responders
8 cicli  + BuMel/autoBMT



Localised poor responders:
14 cicli vs. 7 cicli+BuMel/autoBMT
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Benefit of BuMel on Event-Free Survival
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5yrs EFS:73%

5yrs EFS:65%

5yrs S:83%

5yrs S:77%



Good responders
Braccio A Braccio B

Vcr 13,5 mg/m2 7,5 mg/m2

Dact 6 mg/m2

Doxo 400 mg/m2 400 mg/m2

IFO 72 g/m2 72 g/m2

CTX 6g/m2

ETO 1,8 g/m2 1,8 g/m2

Durata 37 sett 25 sett



EuroEWING 2012 Consortium Protocol
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HARVEST
PEC

��� G-CSF��� G-CSF

ISG-SSG IV PROTOCOL
HIGH RISK EWING’S SARCOMA

�
���

�

G-CSFG-CSF

�
�
�

Terapia di induzione
Terapia locale

Terapia di consolidamento

� Ewing's tumors pts & synchronous metastatic
disease limited to the lungs, or the pleura, or a single
bone.

� Study-period 1999 – 2008

� 102 pts, median FU 62 mo
� Unfavorable prognostic factors: 

� poor histological/radiological response primary tum or
� incomplete radiological remission of lung metastase s after primary 

chemotherapy (RR = 2.6). 
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Pazienti con metastasi ai soli polmoni:
Consolidamento EuroEWING

cicli standard  vs. BuMel/autoBMT
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Random per l’uso o meno di acido zoledronico durante il consolidamento 

Gaspar et al, Sarcoma 2012



Terapia di mantenimento

Celecoxib+
ciclofosfamide 

per os

Celecoxib 400mgx2/die
250mg/mqx2/d pz<14aa

CTX 50mg/die
35mg/mq pz<14aa
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HARVEST
PEC

G-CSFG-CSF

ISG-SSG IV PROTOCOL
HIGH RISK EWING’S SARCOMA

�
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G-CSFG-CSF

�
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�

Terapia di induzione
Terapia locale

Terapia di consolidamento

X 6 mesi

Protocollo per s. di Ewing “ad alto rischio” ISG/AIE OP EW-2

Fulton et al, Cancer Res 2006
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Front-line
window-therapy

to test the activity of 
potentially active 

drugs in EFT

Induction of 
the remission 
with CT and
RT ± surgery

Consolidation in 
responders:
high-dose
chemo+
stem
cell rescue

Strategy

“Very high-risk patients”

AIEOP/ISG VHR-01 Study (2002-2004) = L-PAM (Eur J Cancer, 2007)
AIEOP/ISG VHR-02 Study (2005-2010) = CDDP (Ped Blood Cancer, 2017)

AIEOP/ISG EW-2 v1.02 Study (2012-ongoing) = TEMIRI
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