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Study ET743-SAR-3007 This was a randomized, open-label, active-controlled, parallel 
group, multicenter study that evaluated the safety and efficacy of trabectedin as compared 
with dacarbazine in adult subjects with unresectable, advanced or metastatic L-type 
sarcoma, who were previously treated with at least an anthracycline and ifosfamide 
containing regimen or an anthracycline containing regimen and 1 additional cytotoxic 
chemotherapy regimen. 

Patients enrolled in this study had a median age of 56 years in the trabectedin arm and 56 
years in the dacarbazine arm. Seventy-six percent of patients were white and all patients 
had an ECOG PS of 0. Twenty-seven percent of 345 patients had liposarcoma and 73% 
had leiomyosarcoma. 

Five hundred eighteen patients were randomized in this study in a 2:1 ratio with 345 to 
the trabectedin group and 193 to the dacarbazine group. Enrollment occurred in 4 
countries (Australia, Brazil, New Zealand, and the United States of America [US]) at 85 
sites (94% of patients were enrolled at US sites).

Study treatments were scheduled on Day 1 of each 21-day cycle as follows:

 Trabectedin Group (n≈380 subjects): 1.5 mg/m2 as 24-h IV infusion q 3 weeks. 
Subjects received pretreatment with 20 mg of dexamethasone IV, or an equivalent 
IV corticosteroid, on Day 1 of each treatment cycle, 30 minutes before study drug.

 Dacarbazine Group (n≈190 subjects): 1 g/m2 as a 20-120 minute IV infusion q 3 

wk.

Patients received study treatment until progressive disease, unmanageable toxicity, or 
consent withdrawal. 

The primary endpoint for this study was whether overall survival (OS) for the trabectedin 
group was superior to the dacarbazine group for patients with advanced L-type sarcoma 
who were previously treated (in any order) with at least an anthracycline and ifosfamide
containing regimen or an anthracycline containing regimen and 1 additional cytotoxic 
chemotherapy regimen. Median OS was 13.7 months for the trabectedin group and 13.1 
months for the dacarbazine group. Secondary objectives were to evaluate disease control, 
as assessed by progression free survival (PFS), time to treat, overall response rate, and 
duration of response as well as symptom severity (i.e., patient reported outcomes) and 
safety in the trabectedin and dacarbazine groups. Treatment with trabectedin resulted in a 
45% reduction in the risk of progressive disease or death compared with dacarbazine 
treatment. The median PFS was 4.2 months for patients treated with trabectedin 
compared to 1.5 months for patients treated with dacarbazine.
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3.2 SAFETY CONCERNS
3,6

The safety of trabectedin (dose) is based on analysis of data from 340 patients in Study 
ET743-SAR-3007, 865 patients from 10 studies in the STS integrated data analysis set, 
and 1681 patients from 24 studies in the STS and other solid tumor analysis set (2.7.4). 
Of the 865 patients in the STS integrated data analysis set, 717 of these patients were on 
the q 3 wk; 24-h (1.5 mg/m2) dosing regimen and 944 in the STS and other solid tumor 
analysis set. 

The data described below reflect exposure to trabectedin in the q 3 wk; 24-h dosing 
regimen. Patients received, on average, 4 cycles of trabectedin. The median duration of 
treatment for trabectedin was 12 weeks while the median duration of treatment on the 
dacarbazine arm was 7 weeks. 

Grade 3-4 treatment emergent adverse events (TEAEs) occurred in 62.3% of subjects; 
45.6% of patients had drug-related Grade 3-4 TEAEs. The most common Grade 3-4 
toxicities with trabectedin were laboratory-related treatment emergent adverse events 
(TEAEs) such as bone marrow suppression and hepatoxicity. Grade 3-4 TEAEs that 
occurred at a 10% or higher frequency in the trabectedin group were increased alanine 
transaminase (ALT), decreased WBC count, and increased aspartate transaminase (AST), 
and neutropenia while the most frequently reported TEAE in the dacarbazine arm was 
anemia. 

Dose reductions due to an adverse reaction of any grade occurred in 35.0% of patients
receiving trabectedin and 56.8% of patients requiring a cycle delay. All dose reductions 
were due to TEAEs. Most common drug-related TEAEs leading to a reduction in the 
dose of trabectedin in 3% or more of subjects included neutropenia and increases in ALT, 
AST and ALP; all occurred at incidences higher than reported for dacarbazine-treated 
subjects. The 4 most prevalent dacarbazine-related TEAEs leading to a dose reduction 
included decreased platelet counts, neutropenia, thrombocytopenia, and fatigue.1 Most 
dose reductions in the trabectedin group occurred by the 4th cycle with only 28.2% of 
patients requiring only 1 cycle delay. If the following events occurred at any time 
between cycles: platelets were < 1000/microliters with fever/infection or <500/microliters 
lasting>5 days, total bilirubin and ALP liver fraction or 5’ nucleotide elevation >ULN, 
transaminase elevation was Grade ≥ 3, or nausea or vomiting of Grade ≥ 3 despite pre-
medication, trabectedin dose was to be reduced to 1.2 mg/m2 in subsequent cycles. If any 
of the events reappeared in subsequent cycles, the trabectedin dose was to be reduced 
further to 1 mg/m2. If further dose reductions were necessary, trabectedin was to be 
discontinued. If toxicities preventing retreatment persisted beyond 3 weeks, treatment 
was to be discontinued. 

Treatment discontinuation due to TEAE occurred in 10.6% of patients receiving 
trabectedin and in 7.7% patients receiving dacarbazine. Overall, serious TEAEs that 
resulted in discontinuation of trabectedin were dyspnea, rhabdomyolysis, respiratory 
failure, fatigue, febrile neutropenia, pleural effusion, renal failure, and small intestinal 
obstruction.  

                                                
6 Trabectedin Summary of Clinical Safety Section 2.7.4
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