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• Specific translocations generating fusion genes (Myx LPS) 15% 

• Kinase mutations (KIT…)     ? 

• Gene inactivation (NF1…)     ? 

• Amplifications chromosome 12 (MDM2+CDK4)   75-80% 

• Complex genetic alterations (Pleo LPS, ...)   5-10% 

 

 
Ducimetière F et al. PLoS One 2011; 6: e20294. 
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Van Glabbeke et al, JCO 1999 N=111, med OS 16 mos 

WD/DD LPS : not so indolent! 
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Italiano et al Ann Oncol 2012, N=208,  Med PFS=3.7 mos 

    Med OS=15.2 mos 

WD/DD LPS : not so indolent! 
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High doses when response or PFS is  

the most important enpoint  

(eg presurgery) 
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Ifosfamide 
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After failure of anthracyclins 

Trabectedine 

 

Pazopanib 

 

Gemcitabine and Docetaxel 

 

Dacarbazine and Gem 

 



ESMO 2016 

A Randomized Phase 3 Study of Trabectedin or 
Dacarbazine  

for the Treatment of Patients With Advanced 
Liposarcoma (LPS) or Leiomyosarcoma (LMS) 
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HR (95% CI) = 0.55 (0.436,0.696) 

p<0.0001 

PFS events: 329 (63.5% of 518 patients) 

mPFS Trabectedin:   4.2 months  

mPFS Dacarbazine:  1.5 months 

Final Analysis of PFS  
(Investigator Assessed) 

Unstratified analysis 
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Trabectedin : T-DIS study – Drug Holiday and Rechallenge 
Interruption vs Continuation in Responding Patients After 6 Courses of Trabectedin 

Le Cesne et al, ASCO 2014 Abs Nº 10523; Le Cesne et al, ESMO 2014, Annals of Oncol 25(Supl 4): 494 Abs. Nº 1414 
Le Cesne et al, Lancet Oncol 2015 

15 

6 Cycles Trab 

Trabectedin 

PD No Chemotherapy Trabectedin 

Responders 

Primary endpoint:  
PFR 24 weeks post Randomization 
 
Secondary endpoints:  
ORR 
PFR at 12 & 54 weeks 
Survival at 12 & 24 months  

PD 

PD 

N=50 

N=156 at inclusion 
® = 50 
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Number at risk (number of events)

0 3 6 9 12 15
Months

ARM A

ARM B

Progression-Free survival
Arm A (cont)  Arm (discont) 

3-m PFS  81.5% (61.1-91.8)  53.9% (33.3-70.6)  

6-m PFS  51.9% (31.9-68.6)  23.1% (9.4-40.3)  

9-m PFS  33.3% (16.8-50.9)  19.2% (7.0-36.0)  

Logrank test: p=0.02 

median PFS: 4.0 months  
median PFS: 7.2 months  

Median f.u: 21 m from ® 

T-Dis Maintenance Study  
Results: Progression Free Survival (ITT) 

Le Cesne et al, ASCO 2014 Abs Nº 10523; Le Cesne et al, ESMO 2014, Annals of Oncol 25(Supl 4): 494 Abs. Nº 1414 
Le Cesne et al, Lancet Oncol 2015 
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ESMO 2016 Randomized Phase II Study Comparing Gemcitabine Plus Dacarbazine Versus 
Dacarbazine Alone in Patients With Previously Treated Soft Tissue Sarcoma: A Spanish 

Group for Research on Sarcomas Study 

• 113 pts with STS (2 previous lines of CT; adria & 
ifosfamide) 

• Gem 1800mg/m² fixed  + DTIC 500 mg/m²  q2 
weeks or DTIC 1200 mg/m² q3 weeks  

• Primary endpoint, PFR @ 3 months (40% to 
60%) 

 

García-del-Muro et al. J Clin Oncol 29:2528-2533 



A randomized, open-label, multicenter, phase 3 

study in patients with advanced/metastatic STS 

 The aim is to discuss OS and PFS in various patient 

subgroups following treatment with eribulin versus 

dacarbazine 

*Dose for eribulin mesilate. †Starting dose selected by the local investigator at study initiation. 

ADI, adipocytic sarcoma; IV, intravenous; LMS, leiomyosarcoma; OS, overall survival; PFR12wks, progression-free rate at 12 weeks; PFS, progression-free survival; 

STS, soft tissue sarcoma. 

Select eligibility 

criteria 

• LMS or ADI 

• ≥ 2 Prior regimens 

• Measurable 

disease 

Primary endpoint 

• OS 

 

Selected secondary 

endpoints 

• PFS 

• PFR12wks 

• Safety 

Dacarbazine† 

850, 1000, or 1200 mg/m2 IV 

Day 1 every 21 days 

(n = 224) 

Eribulin 

1.4 mg/m2 IV* 

Days 1 and 8 every 21 days 

(n = 228) 
1 : 1 
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Eribulin significantly prolonged OS in comparison to 

dacarbazine, in the overall population 

Eribulin Dacarbazin

e 

Median 

(months) 

13.5 11.5 

Stratified p-

value 

0.0169 
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Survival Time (months) 

1.0 
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0.2 
Eribulin 

Dacarbazine 

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 

HR (95% CI) 0.768 (0.618–0.954) 

OS: eribulin vs dacarbazine 

CI, confidence interval; HR, hazard ratio. 



ESMO 2016 



ESMO 2016 

Nat Gen  2010 
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Response in a WD LPS 
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Biological responses in a p53 mutated 
WD/DDLPS 

• Two patients with p53 mutations: R181L,G266R 

• Biological response in the R181L pt (G266R NE) 

• P53-independent role for MDM2? 
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MDM2/p53 inhibitors 
 

• RG7112 & RO5503781   (Roche) 

 

• CGM097 (Novartis) 

 

• MI-888 & SAR405838  (Sanofi) 

 

• MK-8242 (Merck ) 

 

• DS-3032b (Daichii) 

 

• AMG232 (Amgen) 
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CDK4 and WD/DD liposarcomas 

• 90% amplification 

• >10x overexpression of the proteins 

• Detectable by IHC : diagnostic tool 

• shRNA block LPS proliferation 

• PD-0332991 

– Activity in xenograft models 

– Long term PFS in phase I for LPS patients 
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Study of Safety and Efficacy of HDM201 in 

Combination With LEE011 in Patients With 

Liposarcoma 

 
ClinicalTrials.gov Identifier 

NCT02343172 
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Cancer Cell 2007 
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Conclusions 
Chemotherapy of WD/DD liposarcomas 

• Rare relapses for  WDLPS if not RPS 

• CT of WD/DDLPS : similar strategies 

• Similar results 

• Trabectedine 

• Eribuline 

• No antiangiogenics  yet ( why?) 

• So far target  limited impact of MDM2/CDK4 inhibitors 

– Challenging  the concept of  “driver” alterations 

 


