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R 
ADM 75 mg/sqm + IFX 7.5 g/sqm 

ADM 75 mg/sqm 

EORTC 
Soft Tissue & Bone Sarcoma Group 

STS: advanced disease 



Multiagent chemotherapy  

> single agent chemotherapy?! 

? 



ADM vs ADM+IFX 

in advanced STS 

 no. pts.  Regimen OR OS 

  

ECOG, 1993  90 ADM 80 mg/mq 20% = 

 88 ADM 60 mg/mq 34% + (NS) 

  IFX 7500 mg/mq  

 84 ADM 40 mg/mq 32% = 

  CDDP 60 mg/mq   

  MMC 8 mg/mq  

 

SWOG/CALGB,  170 ADM 80 mg/mq 17% = 

1993  DTIC 1000 mg/mq 

 170 ADM 60 mg/mq 32% = 

  IFX 60-7500 mg/mq   

  DTIC 1000 mg/mq 

 

p<.05 



ADM vs ADM+IFX 

in advanced STS 

 no. pts.  Regimen  OR OS 

  

EORTC, 1991  244 ADM 75 mg/mq 24% = 

 233 ADM 50 mg/mq 27% = 

  IFX 5000 mg/mq 

 135 ADM 50 mg/mq 27% = 

  DTIC 750 mg/mq   

  CTX 500 mg/mq 

  VCR 1.5 mg/mq  

 



OR OS 
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Adipocytic tumours 

 Well deifferentiated / dedifferentiated liposarcoma 
 Myxoid / round cell liposarcoma 
 Pleomorphic liposarcoma 
 ….. 
Fibroblastic / myofibroblastic tumours 

 Fibromatosis (desmoid) 
 Solitary fibrous tumour / haemangiopericytoma 
 Low grade myofibroblastic tumour 
 Infantile fibrosarcoma 
 Adult fibrosarcoma 
 Mixofibrosarcoma 
 ….. 
So-called fibrohistiocytic tumours 

 Pleomorphic MFH / Undifferentiated pleomorphic sarcoma 
 ….. 
Smooth muscle tumours 

 Leiomyosarcoma 
 ….. 
Skeletal muscle tumours 

 Embryonal rhabdomyosarcoma 
 Alveolar rhabdomyosarcoma 
 Pleomorphic rhabdomyosarcoma 
Vascular tumours 

 Epithelioid haemangioendothelioma 
 Angiosarcoma of soft tissue 
 ….. 
Chondro-osseous tumours 

 Mesenchymal chondrosarcoma 
 Extraskeletal osteosarcoma 
Tumours of uncertain differentiation 

 Synovial sarcoma 
 Epithelioid sarcoma 
 Alveolar soft part sarcoma 
 Clear cell sarcoma of soft tissue 
 Extraskeletal myxoid chondrosarcoma 
 Extraskeletal Ewing tumour 
 Desmoplastic small round cell tumour 
 Extra-renal rhabdoid tumour 
 Malignant mesenchymoma 
 Neoplasms with perivascular epithelioid cell differentiation (PEComa) 
 Intimal sarcoma 
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simple cariotype 

with complex translocations 

complex cariotype 

T-STS 



Dermatofibrosarcoma 



COL1A1-PDGFB             PDGFB 

t(17;22) 



24 pts 

 

OR = 46% 





 

 IM 400 mg/d x 8 mos 







FS-DFSP 







PEComas 











Myofibroblastic 

inflammatory tumor 





Endometrial stromal sarcoma 



ER 

PR 





Aggressive fibromatosis 

(desmoid tumors) 





Clin Cancer Res 2011;17:4082 



 Antiestrogens + FANS 

 MTX + VNB 

 Imatinib 

 Sorafenib 

 ADM + IFX 

 ….. 



Alveolar soft part sarcoma 







Activity of cediranib,  

a highly potent and selective VEGF signaling inhibitor,  

in ASPS 

 

ASPS: Cediranib 

7 pts: 4 PR RECIST 

 2 minor responses 

 1 SD  

0    +9 mos 

Gardner K, ASCO2009, Abs #10523 



Stacchiotti S et al, Ann Oncol 2010, 21:1130 



Solitary fibrous tumor 





Stacchiotti S et al, Mol Cancer Ther 2010;9:1286 



Cancer 2011;117:4939 



Angiosarcoma 





Gemcitabine 

0                     +1 mos                  +4 mos 



Ann Oncol 2012;23:501 



Leiomyosarcoma 





Leiomyosarcoma: Dacarbazine 

0                                         DTIC x 2 









actin 



The Oncologist 2012;17:1213 



Trabectedin (ET-743) 





G 900 mg/sqm d1,8 + T 75 mg/sqm d8 

T 1.3 mg/sqm 

cross-over (PD) 

(109 pts) 

Uterine leiomyosarcoma: 

Phase 2 randomized study 

R 



Liposarcoma 



Dedifferentiated liposarcoma: 

Trabectedin 

0                              ET743 x 16 mos 









 0                 + 1 c                      +4 c 



0                                   ET743 x 3 



Mol Cancer Therap 2009;8:449 





Synovial sarcoma 



Synovial sarcoma: HD-ci-IFX 

0                                 HD-ci-IFX x 3 mos 



IFOSFAMIDE 

7 g/sqm 

 

Mesna 

7 g/sqm 

 

in Saline up to 250 mL (1,5 mL/h) 

 

x 2 (14 g/sqm in 14 d) / 28 d 

HD-ci-IFX  



0                                     HD-ci-IFX x 5 

Dedifferentiated liposarcoma 





Van Der Graaf WTA et al, Lancet 2012;379:1879 



L 

LMS 



Chawla SP et al, ASCO 2011 

from: ASCO 2011 Virtual Meeting 



Chawla SP et al, ASCO 2011 

from: ASCO 2011 Virtual Meeting 



Taylor BS, Nat Rev Cancer 2011;11:541 

The Sarcoma family of tumors 



Hanahan D and Weinberg RA, Cell 2011;144:646 



Hanahan D and Weinberg RA, Cell 2011;144:646 



eribulin  

imatinib 

trabectedin 

hsp inhibitors 

anti PDGFRa MoAb 

MDM2 inhibitors 

hsp inhibitors 

IGFR inhibitors 

mTOR inhibitors 

sunitinib 

sorafenib 

dovitinib 

pazopanib 

regorafenib 

anti PDGFRa MoAb 

imatinib  

IGFR inhibitors 

PI3K inhibitors 

MAPK inhibitors 

mTOR inhibitors 

hedgehog inhibitors 

RANK-RANKL inhibitors 

 trabectedin 

imatinib 

mTOR inhibitors 

MAPK inhibitors 

PI3K inhibitors 

mTOR inhibitors 

sorafenib 

regorafenib 

 

MAPK inhibitors 

PI3K inhibitors 

hedgehog inhibitors 

sunitinib 

sorafenib 

dovitinib 

pazopanib 

regorafenib 

anti PDGFRa MoAb 

 

trabectedin 

mTOR inhibitors 

eribulin  

trabectedin 

PI3K inhibitors 

MAPK inhibitors 

sorafenib 

regorafenib 

hedgehog inhibitors 

Hanahan D and Weinberg RA, Cell 2011;144:646 
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Gronchi a et al, Ann Oncol 2011;22:1675 



 Leiomyosarcoma: GEM, Trabectedin, DTIC (& 

Temozolomide), ….. 

 Liposarcoma, dediff: Trabectedin, HD-IFX ….. 

 Liposarcoma, myxoid: Trabectedin, ….. 

 Angiosarcoma: taxanes, GEM, HD-IFX, ….. 

 Synovial sa: HD-IFX, Trabectedin, ….. 

 MPNST: HD-IFX, VP16 + ….. 

 ……. 

 

 

Histology-driven 

chemotherapy 



 Dermatofibrosarcoma: Imatinib 

 Desmoids: hormones, Imatinib, Sorafenib, ….. 

 PVNS: Imatinib, …  

 Alveolar soft part sa: Sunitinib, Cediranib 

 Solitary fibrous tumor: Sunitinib, ….. 

 Angiosarcoma: Sorafenib, … 

 Inflammatory myofibroblastic tumor: Crizotinib, … 

 LAM and Pecomas: m-TOR inhibitors 

 ……. 

 

 

Histology-driven 

targeted therapy 



The quality of evidence… 





http://www.pfizeroncology.com/
http://en.sanofi-aventis.com/


www.rarecancerseurope.org 

 clinical decision-making 

 methods to combine evidence 

 new study designs 

 surrogate end points 

 organization of studies 
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