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DISCLAIMER 
Not a Substitute for Professional Advice 
This report is primarily intended to help Canadian health systems leaders and 
policymakers make well-informed decisions and thereby improve the quality of health 
care services. While patients and others may use this report, they are made available for 
informational and educational purposes only. This report should not be used as a 
substitute for the application of clinical judgment in respect of the care of a particular 
patient or other professional judgment in any decision making process, or as a substitute 
for professional medical advice. 
 
Liability 
pCODR does not assume any legal liability or responsibility for the accuracy, completeness 
or usefulness of any information, drugs, therapies, treatments, products, processes, or 
services disclosed. The information is provided "as is" and you are urged to verify it for 
yourself and consult with medical experts before you rely on it. You shall not hold pCODR 
responsible for how you use any information provided in this report. 
 
Reports generated by pCODR are composed of interpretation, analysis, and opinion on the 
basis of information provided by pharmaceutical manufacturers, tumour groups, and other 
sources. pCODR is not responsible for the use of such interpretation, analysis, and opinion. 
Pursuant to the foundational documents of pCODR, any findings provided by pCODR are 
not binding on any organizations, including funding bodies. pCODR hereby disclaims any 
and all liability for the use of any reports generated by pCODR (for greater certainty, "use" 
includes but is not limited to a decision by a funding body or other organization to follow 
or ignore any interpretation, analysis, or opinion provided in a pCODR report) 
 

FUNDING 
The pan-Canadian Oncology Drug Review is funded collectively by the provinces and territories, 
with the exception of Quebec, which does not participate in pCODR at this time.
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1  GUIDANCE IN BRIEF  

1.1 Background  

The purpose of this review is to evaluate the safety and efficacy of trabectedin (Yondelis) 
as compared to an appropriate comparator for the treatment of patients with metastatic 
liposarcoma or leiomyosarcoma (L-sarcomas) after failure of prior anthracycline and 
ifosfamide chemotherapy. 

Trabectedin is a natural marine tetrahydroisoquinoline compound with antitumour 
properties that is now produced by chemical synthesis and is in the class of DNA-binding 
agents. Trabectedin has a Health Canada indication that is similar to the funding request, 
for the treatment of patients with metastatic liposarcoma or leiomyosarcoma after failure 
of prior anthracycline and ifosfamide chemotherapy. For the treatment of liposarcoma or 
leiomyosarcoma, Health Canada’s recommended starting dose is 1.5 mg/m2 body surface 
area, administered as an intravenous infusion over 24 hours with a three week interval 
between cycles. Continuous treatment is recommended whilst clinical benefit (measured 
with progression-free survival and objective response rate) is noted; in addition, certain 
criteria are required prior to each treatment cycle (see section 2.1.1). 

1.2 Key Results and Interpretation  

1.2.1 Systematic Review Evidence  

The pCODR systematic review included one open-label randomised controlled trial, ET743-
SAR-3007, comparing trabectedin (n=384) to dacarbazine (n=193) in patients with 
unresectable locally advanced or metastatic L-sarcomas. Patients were aged 15 years or 
older, had an ECOG performance status of 0 or 1, and had received previous anthracycline 
and ifosfamide or an anthracycline and at least 1 or more additional cytotoxic 
chemotherapy.  

Patient characteristics were reported to be balanced between groups in terms of 
demographics, disease severity, and prior treatments received.  

Efficacy 

The primary outcome was overall survival (OS) in the ET743-SAR-3007 study, select 
secondary endpoints included progression-free survival (PFS), symptom 
severity/interference, and tumour response rates.  

At the time of the PFS analysis (interim analysis of OS), the median number of cycles of 
treatment received by patients in the trabectedin group was 4.0 cycles, and the median 
number of cycles of treatment received by patients in the dacarbazine group was 2.0 
cycles. At the data cut-off date of January 5, 2015, the median OS was 13.7 versus 13.1 months 
in the trabectedin and dacarbazine groups, respectively (HR=0.93, 95%CI: 0.75-1.15, p=0.49). 
At the data cut-off date of September 16, 2013, the median PFS was 4.2 versus 1.5 months in 
the trabectedin and dacarbazine groups, respectively (HR=0.55, 95%CI: 0.44-0.70, p <0.0001). 
For symptom outcomes, there were no meaningful changes from baseline to cycle 8 observed in 
either treatment group assessed using the M.D. Anderson Symptom Inventory. Tumor response 
rates were higher in the trabectedin versus the dacarbazine group, however, a statistically 
significant between-group difference was not detected.  
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Harms 

The most common adverse events (AEs) reported in the trabectedin group included 
nausea, fatigue, vomiting, diarrhea, constipation, decreased appetite, dyspnea, headache, 
fever and cough. Almost all patients in both groups experienced an AE with 99.7% versus 
98.8% of patients in the trabectedin and dacarbazine groups, respectively. More patients in 
the trabectedin group (9.9%) compared to the dacarbazine group (6.4%) stopped treatment 
due to AEs. Overall, 220 (58%) and 102 (59%) patients in the trabectedin and dacarbazine 
group died.  

1.2.2 Additional Evidence  

pCODR received input on trabectedin for metastatic Liposarcoma or leiomyosarcoma from 
one patient advocacy group Sarcoma Cancer Foundation of Canada (SCFC). Provincial 
Advisory Group (PAG) input was obtained from nine of the nine provinces participating in 
pCODR.  

1.2.3 Interpretation and Guidance 

Sarcomas comprise of about 1% of all cancers diagnosed in Canada, approximately 1,000 
cases per year in Canada. Leiomyosarcoma and liposarcoma account for 40% of all 
sarcomas, they are the second and third most common sarcomas diagnosed after 
gastrointestinal stromal tumour. Current therapeutic options after failure of doxorubicin ± 
ifosfamide are limited, these include dacarbazine, pazopanib in non-liposarcomas, and 
gemcitabine ± docetaxel in leiomyosarcoma. All of these treatments have limited efficacy 
and some toxicity.  

Effectiveness 

In SAR-3007 trial, trabectedin was not associated with an improvement in OS, the primary 
endpoint of the trial. However, 71% and 69% of patients treated with trabectedin and 
dacarbazine, respectively, received at least one subsequent line of systemic therapy this 
may have led to the absence of OS benefit. PFS was clinically and statistically significant 
with trabectedin when compared with dacarbazine. Other secondary endpoints of overall 
response rate, clinical benefit rate, and treatment termination due to lack of efficacy, 
favoured trabectedin. Quality of life indicated no difference between the two groups 
despite a higher incidence of toxicities with trabectedin. The trial enrolled patients who 
were ECOG 0-1 or asymptomatic/minimally symptomatic, therefore it would be very 
unlikely to observe improvement in disease-related symptoms with therapy. 

Safety  

There was no difference in the incidence of adverse events in both groups in the SAR-3007 
study; however, there were more all grades and grade 3-5 toxicity associated with 
trabectedin compared with dacarbazine. These included: nausea, vomiting, fatigue, 
diarrhea, constipation, anorexia, dyspnea, headaches, fever, cough, elevation of AST/ALT, 
elevation of creatine kinase (CK) and clinical rhabdomyolysis. Treatment-related death 
was observed in 2.1% of patients in the trabectedin group. Drug-related adverse events 
were higher in the trabectedin compared with dacarbazine group.  

 

1.3 Conclusions  

Overall, there is a net clinical benefit of trabectedin compared with dacarbazine in 
advanced or metastatic leiomyosarcoma and liposarcoma patients who have progressed on 
prior doxorubicin and/or ifosfamide. Trabectedin did not improve the median OS when 
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compared to dacarbazine; this may be complicated by at least 70% of patients receiving 
post-study therapy with active agents. However, a clinically and statistically important 
improvement in median PFS and clinical benefit rate in this patient population was seen. 
This was observed in all predefined and post-hoc subgroups. Trabectedin was associated 
with an increase in all grades and grade 3-5 non-haematological toxicity, particularly 
elevation of AST/ALT, CK and rhabdomyolysis.  The latter required stringent monitoring 
during therapy. Thus, more patients discontinued trabectedin due to toxicity; however, such 
increase in toxicity did not translate to detriment in quality-of-life. Overall, based on the 
meaningful improvement in median PFS and maintenance of quality of life, despite an 
increase in toxicity, trabectedin represents an option for recurrent or metastatic 
liposarcoma and leiomyosarcoma patients who have progressed after prior doxorubicin ± 
ifosfamide in either the curative or recurrent/metastatic settings. The CGP also considered:  
 
• The appropriateness of dacarbazine as the comparator group is not universally accepted. 

The NCCN guidelines in 2009 considered dacarbazine as a recommended treatment 
option in this patient population but this is not widely accepted in the Canadian context.   

• OS is considered as the most unbiased endpoint in any randomized phase III clinical trials 
as compared to PFS. This is increasingly being challenged as the most appropriate 
endpoint both by academia and the regulatory agencies.  Cross-over to other potentially 
effective agents can potentially minimize the OS benefit. Any difference in OS is 
impossible when subsequent lines of therapy are then offered to patients on study. 
There is no control once patients progress as to how their care differs between the two 
groups.12 Furthermore, a meta-analysis by Sharma E et al.13 did not show any OS benefit 
of second-line or later palliative chemotherapy in this setting; however, a clinically and 
statistically meaningful improvement in median PFS was seen.  This was further 
supported by the regulatory approval of pazopanib in the PALETTE study by Van der 
Graaf et al. throughout the world based on an improvement of median PFS without any 
improvement in median OS.  All in all, an improvement in PFS is a clinically acceptable 
endpoint for metastatic sarcomas. 
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2 CLINICAL GUIDANCE 

This Clinical Guidance Report was prepared to assist the pCODR Expert Review Committee (pERC) 
in making recommendations to guide funding decisions made by the provincial and territorial 
Ministries of Health and provincial cancer agencies regarding trabectedin (Yondelis) for metastatic 
liposarcoma or leiomyosarcoma after failure of prior anthracycline-based chemotherapy.  The 
Clinical Guidance Report is one source of information that is considered in the pERC Deliberative 
Framework.  The pERC Deliberative Framework is available on the CADTH website 
(www.cadth.ca/pcodr).  

This Clinical Guidance Report is based on: a systematic review of the literature regarding 
trabectedin conducted by the Sarcoma Clinical Guidance Panel (CGP) and the pCODR Methods 
Team; input from patient advocacy groups; input from the Provincial Advisory Group; and 
supplemental issues relevant to the implementation of a funding decision.   

The systematic review and supplemental issues are fully reported in Sections 6 and 7.  Background 
Clinical Information provided by the CGP, a summary of submitted Patient Advocacy Group Input 
on trabectedin (Yondelis) and a summary of submitted Provincial Advisory Group Input on 
trabectedin (Yondelis) are provided in Sections 3, 4 and 5 respectively. 

 

2.1  Context for the Clinical Guidance  

2.1.1 Introduction  

For patients who fail first line therapy for the treatment of liposarcoma or 
leiomyosarcoma, the treatment options are limited.1,2 Trabectedin, also called ET-
743, is a marine-derived cytotoxic alkaloid which causes DNA damage and 
subsequently results in perturbation of the cell cycle and induction of apoptosis.3-5 
In 2011, Health Canada approved the use of trabectedin for the treatment of 
patients with metastatic liposarcoma and leiomyosarcoma after failure of prior 
anthracycline-based chemotherapy.5,6 The recommended dose of trabectedin is 1.5 
mg/m2 administered via a 24-hour central venous infusion, every three weeks. In 
the product monograph of trabectedin, duration of treatment was not specified. 
Continuous treatment with trabectedin is recommended whilst clinical benefit 
(measured with progression-free survival and objective response rate) is noted. In 
addition, the following criteria are required prior to each treatment cycle: 

• Absolute neutrophil count (ANC) ≥ 1,500/mm3 
• Platelet count ≥ 100,000/mm3 
• Hemoglobin ≥ 9 g/dL 
• Bilirubin ≤ upper limit of normal (ULN) 
• Alkaline phosphatase of non-osseous origin ≤ 2.5 x ULN (consider hepatic 

isoenzymes 5 nucleotidase or GGT, to distinguish if the elevation could be 
osseous in origin) 

• Albumin ≥ 25 g/L 
• Alanine aminotransferase (ALT) and aspartate aminotransferase (AST) ≤ 2.5 

x ULN 
• Creatinine clearance ≥ 30 mL/min (monotherapy) 
• Creatine phosphokinase (CPK) ≤ 2.5 x ULN 

 
The same criteria as above must be met prior to initiation of next cycles. 
Otherwise treatment must be delayed for up to 3 weeks until the criteria are met. 



 

pCODR Final Clinical Guidance Report - Trabectedin (Yondelis) for Metastatic Liposarcoma or Leiomyosarcoma 
pERC Meeting: May 19, 2016; pERC Reconsideration Meeting: July 21, 2016 
© 2016 pCODR | PAN-CANADIAN ONCOLOGY DRUG REVIEW   5 

If these toxicities (myelosuppression, hepatoxicity and renal toxicity) persist 
beyond 3 weeks, treatment discontinuation should be considered. The same dose 
should be given for all cycles provided that no Grade 3-4 toxicities are seen and the 
patient fulfills the re-treatment criteria. 

 

2.1.2 Objectives and Scope of pCODR Review  

To evaluate the effect of trabectedin (Yondelis) compared with standard therapies on 
patient outcomes in patients with metastatic liposarcoma or leiomyosarcoma (L-sarcomas) 
who have failed prior anthracycline-based chemotherapy. 

 

2.1.3 Highlights of Evidence in the Systematic Review  

The efficacy and safety of trabectedin at a starting dose of 1.5 mg/m2 as a 24-hour 
intravenous infusion (N=384) was compared with dacarbazine at 1 g/m2 (N=193) in 
an international, multicentre, open-label RCT (ET743-SAR-3007).7 The study 
recruited patients aged ≥ 15 years with unresectable locally advanced or 
metastatic L-sarcomas, with an ECOG performance status of 0 or 1, and who had 
received previous anthracycline and ifosfamide or an anthracycline and at least 1 
or more additional cytotoxic chemotherapy. The median age of the study 
participants was 56 - 57 years (range 17 to 81 years), and patients were 
predominantly white (72% - 78%). Patients who had central nervous system 
metastasis or had an ECOG performance status score of 2 were excluded from this 
study; therefore the generalizability of the study results to these subgroups is 
uncertain.  

 
As of the clinical cut-off date of January 5, 2015 (within a time frame of three 
years and eight months), 322 patients had died, 220 (58%) from the trabectedin 
group and 102 (59%) from the dacarbazine group. The difference in the primary 
endpoint, overall survival (OS), was not statistically significant between the two 
treatment arms: 13.7 months in the trabectedin group versus 13.1 months in the 
dacarbazine group (hazard ratio [HR] = 0.93, 95% confidence intervals [CI]: 0.75 – 
1.15, p = 0.49). Progression-free survival (PFS), one of the secondary endpoints of 
the study, was assessed with a clinical cut-off date of September 16, 2013 (within 
a time frame of two years and four months). The median PFS was 4.2 months in the 
trabectedin arm versus 1.5 months in the dacarbazine arm (HR = 0.55, 95% CI: 0.44 
- 0.70, p < 0.0001). Results of OS and PFS in subgroups of liposarcoma versus 
leiomyosarcoma were consistent with those reported in the overall population. 
Symptom severity and symptom interference were assessed using the M.D. 
Anderson Symptom Inventory (MDASI) up to cycle 8. There were no meaningful 
changes from baseline to cycle 8 observed in either treatment group. The tumour 
response rates (partial response) were higher in patients treated with trabectedin 
than dacarbazine, however, a statistically significant between-group difference 
was not detected.  

The most common all grade adverse events (AEs) (≥ 20%) reported in the 
trabectedin group included nausea, fatigue, vomiting, diarrhea, constipation, 
decreased appetite, dyspnea, headache, fever and cough. The most common 
laboratory abnormalities (≥ 20%) were increases in AST or ALT, neutropenia, 
thrombocytopenia and anemia. They were all more frequent in patients receiving 
trabectedin than in patients receiving dacarbazine. Most of these AEs were graded 
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language publications only. Studies investigating the effect of gemcitabine, 
doxorubicin, trabectedin alone, or a combination of gemcitabine plus docetaxel and 
reporting on tumour response rate, overall survival, toxicity, PFS or quality of life in 
uterine leiomyosarcoma were eligible. Other types of sarcoma were excluded from this 
review. Six studies (RCT and single-arm studies) were included. Patients who received 
prior chemotherapy or no previous chemotherapy were included. Findings of the Gupta 
review suggested that gemcitabine plus docetaxel had longer median OS (14.7 – 17.9 
months) and higher ORR (27% - 53%) than doxorubicin alone (OS 12.1 months; ORR 25%). 
This combination therapy was also related to more toxicity than doxorubicin alone. 
Gemcitabine monotherapy had comparable effect on tumour response rate as 
doxorubicin (21% vs. 25%). Gemcitabine plus docetaxel was not superior to gemcitabine 
alone on tumour response rate (23% vs. 18%) or PFS (6 months vs. 4.9 months). The 
authors concluded that doxorubicin, gemcitabine, and gemcitabine plus docetaxel were 
treatment options in women with inoperable, locally advanced, recurrent or metastatic 
uterine leiomyosarcoma as first- or second-line therapy. The Gupta review did not 
identify any trabectedin studies which met their inclusion criteria.   
 
Demetri and colleagues conducted a multicenter, open-label phase II RCT to evaluate 
the effect of trabectedin administered by two different schedules in adult patients with 
locally advanced or metastatic liposarcoma or leiomyosarcoma following treatment with 
anthracycline plus ifosfamide.9 Patients received trabectedin 1.5mg/m2 every three 
weeks (q3) or trabectedin 0.58 mg/m2 weekly for 3 of 4 weeks. The eligibility criteria of 
this phase II study were similar to the Demetri 2015 study. Time to progression was the 
primary efficacy endpoint. In total, 270 patients were enrolled, 136 in the q3 weeks 
regimen and 134 in the weekly regimen. The study found that the median time to 
progression was 3.7 months with the q3 weeks regimen versus 2.3 months with the 
weekly regimen, p=0.03. Results on PFS (3.3 months vs. 2.3 months, p=0.04) and OS 
(13.9 months vs. 11.8 months, p=0.19) favored the q3 week regimen as well. The q3 
week regimen was associated with more neutropenia, elevated AST/ALT, emesis and 
fatigue. The authors concluded that the q3 week regimen with trabectedin showed 
superior disease control in liposarcoma and leiomyosarcoma.  
 
The submitter commented on the pCODR Expert Committee’s (pERC’s) Initial 
Recommendation that a systematic review and meta-analysis of RCTs investigating 
systemic therapy in STS found that PFS and RR were appropriate surrogates for OS. The 
study was performed to investigate the surrogacy of intermediate endpoints including 
PFS, RR, 3 month PFS, and 6 month PFS with OS as well as time trends in the design and 
interpretation of trials.12 Three month PFS and 6 month PFS were extracted based on 
reported Kaplan-Meier estimates, and when not reported, were estimated from Kaplan-
Meier PFS curves as binary proportions. Data on 12-week and 24-week PFS were 
considered interchangeable with 3 month PFS and 6 month PFS, respectively. Fifty-two 
RCTS published between 1974 and 2014, comprising 9,762 patients met the inclusion 
criteria for the review. The standardized β coefficient for the weighted linear 
regression of OS with intermediate endpoints indicated a highly significant correlation 
between PFS and OS (R=0.61) and substantially significant correlation between RR and 
OS (R=0.51). There were no significant correlations between 3 month PFS and 6 month 
PFS with OS. There were only two studies with a crossover design that reported HR and 
CIs for both OS and PFS and a sensitivity analysis to assess the influence of a crossover 
effect was not possible. OS was the primary endpoint in two studies, both of which 
were published between 2005 and 2014. Overall, the review suggested that for 
advanced STS, PFS and RR appeared to be appropriate surrogates for OS. However, 
there was a poor correlation between OS and both 3 month PFS and 6 month PFS. 
Relevant limitations identified by the authors included incorporating of data from 
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studies with variable sample sizes and assuming endpoints for studies lacking a clearly 
defined primary endpoint.  
 

2.1.5 Summary of Supplemental Questions  

No supplemental questions were addressed in this review. 

2.1.6 Other Considerations  

See Section 4 and Section 5 for a complete summary of patient advocacy group 
input and Provincial Advisory Group (PAG) Input, respectively. 

Patient Advocacy Group Input  

One patient advocacy group, Sarcoma Cancer Foundation of Canada (SCFC), 
provided input on the trabectedin (Yondelis) submission as treatment for patients 
with metastatic liposarcoma or leiomyosarcoma, 

From a patient perspective, as current treatments typically result in various side 
effects, patients stated that they would be willing to tolerate side effects, 
especially for results in slowing or stopping disease progression. Reported side-
effects include fatigue, nausea (with some vomiting), and iron deficiency. These 
side effects were reported in addition to patients’ other sarcoma symptoms.  

According to the SCFC, the key symptoms associated with liposarcoma or 
leiomyosarcoma include severe pain, fatigue, difficulty breathing, difficulty 
sleeping, cough, constipation and cessation of ability to complete daily tasks. SCFC 
reported that physicians may try different treatments for patients based on what 
chemotherapies have been previously tried, and availability of clinical trials, 
therefore symptoms suffered by individuals may differ. SCFC noted that treatments 
must be accessed in hospital or in a cancer clinic and therefore some patients, 
depending on where they live, have to travel to access treatment, often having to 
stay overnight or for longer periods of time away from their homes, increasing the 
financial hardship of this disease. 

PAG Input  

Input was obtained from all nine provinces (Ministries of Health and/or cancer 
agencies) participating in pCODR. PAG identified the following as factors that could 
impact the implementation of trabectedin for liposarcoma and leiomyosarcoma: 

  Clinical factors:  
• Provides another treatment option for a very small number of patients 

  
 Economic factors: 

• Drug wastage 
• Hospital admission and resources required to administer the 24 hour infusion 

via central line 
 

2.2 Interpretation and Guidance 

Effectiveness 
Trabectedin did not improve the primary endpoint of median overall survival (OS) as 
compared to dacarbazine (13.7 month versus 13.1 month, HR=0.93, p=0.49).  Seventy-one 
percent of trabectedin-treated patients and 69% of dacarbazine-treated patients received 
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at least one subsequent line of systemic therapy; therefore, it is difficult to ascertain if 
this led to the absence of OS benefit in this trial. However, trabectedin did clinically and 
statistically improve the median progression-free survival (PFS) compared with 
dacarbazine (4.2 versus 1.5 months, HR=0.55, p<0.0001) in all predefined and post-hoc 
clinical and pathological subgroups.  PFS is considered a measure of the biological effect of 
therapy on a cancer and thus an improvement of PFS with at least symptom stabilization 
can be considered as clinically important.   
  
Other secondary endpoints included overall response rate (ORR) (9.9% versus 6.9%), clinical 
benefit rate (34% versus 19%) and treatment termination due to lack of efficacy (53.9% 
versus 61.3%), all favouring trabectedin.  Quality of life was measured using the MD 
Anderson Symptom Index from baseline up to cycle 8; it showed no difference between the 
two groups despite a higher incidence of various toxicities in the trabectedin-treated 
group. This finding is particularly important as enrolled patients were ECOG 0-1 or 
asymptomatic/minimally asymptomatic, therefore, it would be very unlikely to observe 
improvement in disease-related symptoms with therapy. Patients with liver, bone and 
retroperitoneal recurrences are often symptomatic, especially if they have progressed 
while being on therapy.  Absence of progression will be able to delay the presentation of 
symptoms or reduction of symptoms. The absence of symptom deterioration mirrored the 
absence of progression of sarcoma and can be considered as clinically meaningful to 
patients and physicians. Overall, the median OS, PFS and ORR were consistent with a prior 
randomized phase II study comparing trabectedin administered as a 24-hour infusion and 
weekly 1-hour infusion 3 out 4 weeks in patients with previously treated advanced or 
metastatic leiomyosarcoma and liposarcoma.  
 
Safety 
Overall, there was no difference in the incidence of adverse events (AEs) between the two 
groups (99.7% for trabectedin and 98.8% for dacarbazine).  However, more trabectedin-
treated patients experienced all grades and grade 3-5 toxicity than those treated with 
dacarbazine; particularly, nausea, vomiting, fatigue, diarrhea, constipation, anorexia, 
dyspnea, headaches, fever, cough, elevation of AST/ALT, elevation of creatine kinase (CK) 
and clinical rhabdomyolysis.  Monitoring of haematological toxicity, AST, ALT, bilirubin, 
ALKP, CK and creatinine weekly is important for early detection of rhabdomyolysis.  The 
incidence of myelosuppression was similar between the two groups.  Treatment-related 
death was only observed in the trabectedin group at 2.1% and the incidence of treatment 
termination due to drug-related AEs was 9.9% in the trabectedin-group and 6.4% in the 
dacarbazine-group.  Overall, trabectedin is considered safe and tolerable in this setting.   
 
Burden of illness 
Sarcoma comprise of about 1% of all cancers diagnosed in Canada, estimated to be just 
overall 1,000 cases per annum in Canada.  Leiomyosarcoma and liposarcoma were the 
second and third most common sarcomas diagnosed after gastrointestinal stromal tumour 
and account for about 40% of all sarcoma. About 50% of patients with localized sarcoma 
will develop recurrent or metastatic disease that is then deemed incurable.  Limited by 
age, comorbidities and ECOG performance >2, less than 480 patients per annum will be 
candidates for palliative chemotherapy. Overall, burden of disease is small in comparison 
to other cancers. 
 
 
Need 
Current therapeutic options after failure of doxorubicin with or without ifosfamide are 
limited.  More effective therapy measured preferably by median OS, followed by median 
PFS with tolerable toxicity and/or at least neutral impact on quality of life or sarcoma-
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associated symptoms are needed. Unfortunately, there are limited options including 
dacarbazine, pazopanib in non-liposarcomas, and gemcitabine ± docetaxel in 
leiomyosarcoma.  All of these treatments have limited efficacy and some toxicity.  
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Organ 
dysfunction 

Adequate organ functions were 
required. All side effects from prior 
therapy had to be resolved to grade 
1 or less according to NCI-CTCAE 
version 4.0. 
 
Known significant chronic liver 
disease, MI within 6 months before 
enrollment, heart failure, 
uncontrolled angina or other 
uncontrolled intercurrent illness 
were ineligible.10 

Does the exclusion of 
patients with organ 
dysfunction limit the 
interpretation of the 
trial results with 
respect to the target 
population? 

Trabectedin is liver metabolized by CYP 
3A4 and glucuronidation. Potential life 
threatening toxicity such as rhabdomyolysis 
tends to occur in patients with total 
bilirubin < q1.5 ULN, AST/ALT and ALKP to 
be < 2.5 x ULN, although PK of trabectedin 
did not correlate with AST/ALT.  Liver 
dysfunction study has been performed but 
the results are still pending.  After which, 
recommended dose for patients with 
moderate to severe liver dysfunction can be 
made.  No patients were enrolled in any 
trabectedin studies with creatinine 
clearance < 30ml/min.  Given < 1% of 
trabectedin is excreted unaltered in urine, 
it is reasonable to expect that renal 
adjustment is needed if creatinine 
clearance > 30 ml/min.  No 
recommendation can be made to that with 
creatinine clearance < 30 ml/min.    

Metastatic 
Sites 

CNS metastasis was excluded. Did the exclusion of 
patients with CNS 
metastatic disease 
limit the interpretation 
of the trial results with 
respect to the target 
population? 

The trial excluded patients with CNS 
metastases. However, the CGP felt based 
on expert clinical opinion, patients with 
treated CNS metastases and found to be 
stable on CT/MRI of brain and off steroids 
would benefit from trabectedin. Of note, 
CNS metastases are not common in these 
two types of sarcoma.   

Ethnicity Patients from the US, Brazil, 
Australia and New Zealand were 
recruited. No requirements on 
Ethnicity.  
 
In the study, ~95% of the patients 
were recruited from US.  
 
~75% were White, ~12% were Black 
or African. American.10  

If the trial was 
conducted outside of 
Canada, is there a 
known difference in 
effect based on 
ethnicity that might 
yield a different result 
in a Canadian setting?   

We would apply the study to all ethnicities, 
as that’s what the trial included.  However, 
some ethnicities are under-represented. 
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Biomarkers Leiomyosarcoma: ~73% (uterine > 
50%) 
 
Liposarcoma: ~27% 
(dedifferentiated > 50%) 
 
Planned subgroup analyses by 
histologic subtype on PFS were 
conducted.  
Progression-free Survival: 
Leiomyosarcoma: 
T vs. D: 4.3 months vs. 1.6 months; 
Hazard ratio 0.55 (95%CI 0.42 – 
0.73) 
Liposarcoma: 
T vs. D: 3.0 months vs. 1.5 months; 
Hazard ratio 0.55 (95%CI 0.34 – 0.87 

Is there a subgroup 
analysis based on 
leiomyosarcoma or 
liposarcoma or uterine 
leiomyosarcoma, (i.e., 
based on histologic 
subtype)? 
 

The CGP were of the opinion that there was 
enough phase 2 data to suggest the 
inclusion of other histologies.  

Intervention Treatment 
Intent 

Palliative treatment. Are the results of the 
treatment 
generalizable to an 
alternative treatment 
intent? (i.e., if the trial 
is palliative in intent, 
could the therapy also 
be used in the adjuvant 
setting or vice versa?) 

The current data will not be able to support 
the use of trabectedin as a single agent or 
in combination in the adjuvant or 
treatment-naïve recurrent or metastatic 
setting.  A phase III study failed to show 
superiority of trabectedin or doxorubicin ± 
ifosfamide in treatment naïve recurrent or 
metastatic STS.11 The first line trial 
comparing trabectedin ± doxorubicin in the 
first-line setting has been terminated. 

 Line of 
therapy 

Patients received prior 
chemotherapy, either anthracycline 
+ ifosfamide, or an anthracycline-
containing regimen and 1 additional 
cytotoxic chemotherapy regimen. 
 
In this study, ~90% of patients 
received ≥ 2 lines of prior 
chemotherapy. 

Are the results of the 
trial generalizable to 
other lines of therapy? 

The CGP were of the opinion that it is 
possibly generalizable to other lines of 
therapy. However, it is not known if 
trabectedin is better than doxorubicin and 
may be more toxic; a study in first-line 
therapy is needed. The percentage of 
patients who received 1 line of prior 
therapy (~10%) is similar to what is seen in 
Canadian practice.  

Administratio
n of 
intervention 

Interventions were administered in 
the same way as the clinical 
practice.  

Are the results of the 
trial generalizable to a 
different dose or 

The 24-hour continuous infusion 
administration schedule of trabectedin has 
been used in the compassionate access 
program. 
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administration 
schedule? 

Comparator Standard of 
Care 

Dacarbazine may not be an 
appropriate comparator for 
trabectedin in Canada. 

If the comparator is 
non-standard, are the 
results of the trial 
applicable in the 
Canadian setting? 

Dacarbazine is a reasonable comparator 
(opinion by NCCN).  Similar option is 
available in Canada. 

Dose and 
Schedule 

Dacarbazine was administered 
consistently with the common 
practice in Canada. 

If the dose and/or 
schedule is not 
standard, are the 
results of the trial 
relevant in the 
Canadian setting?  

Dose/schedule of DTIC was reasonable.   

Setting Countries 
participating 
in the Trial 

Patients from the US, Brazil, 
Australia and New Zealand were 
recruited. No requirements on 
Ethnicity.  
 
In the study, ~95% of the patients 
were recruited from US. Ra~75% 
were White, ~12% were Black or 
African American.10  

If the trial was 
conducted in other 
countries, is there any 
known difference in 
the practice pattern 
between those 
countries and Canada?  
Differences in the 
patterns of care might 
impact the clinical 
outcomes or the 
resources used to 
achieve the outcomes. 

We would apply the study to all ethnicities, 
as that’s what the trial included.  However, 
some ethnicities are under-represented. 

Location of 
the 
participating 
centres 

Patients from the US, Brazil, 
Australia and New Zealand were 
recruited. No requirements on 
Ethnicity.  
 

If the trial was 
conducted only in 
academic centres are 
the results applicable 
in the community 
setting? 

The study was conducted in a mix of 
academic and community cancer centres.  
This is generalizable to the Canadian 
setting. 
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Supportive 
medications, 
procedures, or 
care 

The supportive medications 
(corticosteroids), procedures 
(central IV infusion) or care used 
with the intervention in the study 
were the same as those used in 
Canadian clinical practice. 

Are the results of the 
trial generalizable to a 
setting where different 
supportive 
medications, 
procedures, or care are 
used? 

Dexamethasone and ondansetron were 
commonly used for antiemetics for 
moderately to highly emetogenic 
chemotherapy.  Due to rhabdomyolysis can 
occur in patients receiving trabectedin, 
especially during cycles 1-2 in patients who 
have concurrent maximum increase in 
AST/ALT and grade 3 or 4 neutropenia.  
Complete CBC, differential, 
AST/ALT/ALKP/bilirubin/creatinine/BUN 
and CK have to be done weekly during at 
least the first 2 cycles and thereafter prior 
to each cycle.  These laboratory tests are 
commonly available in all Canadian 
laboratories.   
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Assessment of Factors that May Affect Generalizability 
• The patient population enrolled in the trabectedin versus DTIC in patients with advanced 

or metastatic leiomyosarcoma and liposarcoma who have received prior chemotherapy is 
similar to that of the Canadian setting with the exception that this study included only 
patients with ECOG 0-1 rather than ECOG 0-2 in the Canadian setting.   

• The current evidence only supports the use of trabectedin in patients with 
leiomyosarcoma and liposarcoma who have received prior chemotherapy in the 
advanced or metastatic setting.  The currently available evidence failed to show 
superiority of trabectedin over doxorubicin ± ifosfamide in the treatment-naïve, 
advanced or metastatic setting.   

• The 24-hour continuous infusion schedule has been adopted into Canadian practice in 
both the academic and community setting through the compassionate access program of 
trabectedin.   

• The supportive care and laboratory testing, including AST, ALT, ALKP, bilirubin and CK, 
can be easily accessed or adopted in the Canadian setting. 
  

2.3 Conclusions   

Overall, there is a net clinical benefit of trabectedin compared with dacarbazine in 
advanced or metastatic leiomyosarcoma and liposarcoma patients who have progressed on 
prior doxorubicin and/or ifosfamide. Trabectedin did not improve the median OS when 
compared to dacarbazine; this may be complicated by approximately 70% of patients 
receiving post-study therapy with active agents. However, a clinically and statistically 
important improvement in median PFS and clinical benefit rate in this patient population 
was seen. This was observed in all predefined and post-hoc subgroups. Trabectedin was 
associated with an increase in all grades and grade 3-5 non-haematological toxicity, 
particularly elevation of AST/ALT, CK and rhabdomyolysis.  The latter required stringent 
monitoring during therapy. Thus, more patients discontinued trabectedin due to toxicity; 
however, such increase in toxicity did not translate to detriment in quality-of-life. Overall, 
based on the meaningful improvement in median PFS and maintenance of quality of life, 
despite an increase in toxicity, trabectedin represents an option for recurrent or metastatic 
liposarcoma and leiomyosarcoma patients who have progressed after prior doxorubicin ± 
ifosfamide in either the curative or recurrent/metastatic settings. The CGP also considered:  
 
• The appropriateness of dacarbazine as the comparator group is not universally accepted. 

The NCCN guidelines in 2009 considered dacarbazine as a recommended treatment 
option in this patient population but this is not widely accepted in the Canadian context.   

• OS is considered as the most unbiased endpoint in any randomized phase III clinical trials 
as compared to PFS. This is increasingly being challenged as the most appropriate 
endpoint both by academia and the regulatory agencies.  Cross-over to other potentially 
effective agents can potentially minimize the OS benefit. Any difference in OS is 
impossible when subsequent lines of therapy are then offered to patients on study. 
There is no control once patients progress as to how their care differs between the two 
groups.12 Furthermore, a meta-analysis by Sharma E et al.13 did not show any OS benefit 
of second-line or later palliative chemotherapy in this setting; however, a clinically and 
statistically meaningful improvement in median PFS was seen.  This was further 
supported by the regulatory approval of pazopanib in the PALETTE study by Van der 
Graaf et al. throughout the world based on an improvement of median PFS without any 
improvement in median OS.  All in all, an improvement in PFS is a clinically acceptable 
endpoint for metastatic sarcomas. 
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3 BACKGROUND CLINICAL INFORMATION  

This section was prepared by the pCODR Sarcoma Clinical Guidance Panel. It is not based on a 
systematic review of the relevant literature. 

3.1 Description of the Condition 

Soft tissue sarcoma (STS) arise from any site in the body, but most commonly from the 
abdominal cavity and the extremities.  The most common histological subtypes include 
undifferentiated pleomorphic sarcoma (previously named malignant fibrous histiocytoma), 
leiomyosarcoma (LMS), liposarcoma (LPS), fibrosarcoma, synovial sarcoma, malignant 
peripheral nerve sheath tumour, and angiosarcoma.  There are multiple rare subtypes of 
STS, including but not limited to, alveolar soft part sarcoma, clear cell sarcoma, and 
dermatofibrosarcoma protuberans.   

Pathological diagnosis of STS is traditionally based on morphology and 
immunohistochemistry. With the identification of chromosomal translocations (e.g., Ewing 
sarcoma, alveolar soft part sarcoma, synovial sarcoma) and oncogene aberrations (e.g., 
KIT or PDGFRA mutations in gastrointestinal sarcoma, MDM2 or CDK4 
amplification/overexpression in well-differentiated and dedifferentiated liposarcoma),14,15 
molecular diagnostics are increasingly used in the diagnosis of STS. 

According to the 2015 Canadian Cancer Statistics, 1,175 new cases of STS were diagnosed 
in 2010.  The 5-year overall survival rates for all stages of STS was 65% in 2010, more 
specifically, for stage I, II and III STS were 90%, 81% and 56%, respectively.  Overall, about 
50% of the patients with localized STS will recur with the majority being incurable at 
relapse. The most common site of metastatic disease is the lung.  In those with limited 
lung metastases, resection can potentially offer a 5-years overall survival rate of 20%.   

 

3.2 Accepted Clinical Practice 

In localized STS, primary therapy is surgery and radiation which can be given either pre-
operatively or post-operatively.  To date, adjuvant chemotherapy using doxorubicin or 
doxorubicin/ifosfamide combination has failed to demonstrate an improvement in overall 
survival as compared to observation in any patient subpopulation according to the most 
recent randomized phase III studies and the meta-analyses by the EORTC and Cancer Care 
Ontario.16-18 

Doxorubicin is considered acceptable first-line chemotherapy for metastatic STS. In the 
updated meta-analysis by Cancer Care Ontario in 2010, combination therapy provided an 
improvement in overall response rate and median progression-free survival, without a 
statistically significant improvement in median overall survival over single agent 
doxorubicin.   

Judson et al. reported the randomized phase III trial of doxorubicin (75 mg/m2) compared 
with doxorubicin (same dose) plus ifosfamide at 2.5g/m2/day for 4 days every 3 weeks with 
G-CSF support which failed to demonstrate an improvement in OS (12.8 months versus 14.3 
months, HR=0.83, p=0.076).  But both the median PFS and ORR were improved in the 
combination arm (4.6 versus 7.4 months, HR=0.74, p=0.003 and 14% versus 26%, p<0.0006), 
at the expense of statistically significant increased incidences of grade 3 or 4 
hematological toxicity.19 
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Two randomized phase III trials comparing doxorubicin and doxorubicin in combination 
with novel ifosfamide prodrug (evofosfamide, TH-302) or metabolites (palifosfamide) 
failed to show any improvement in PFS or OS. 

The randomized phase III trial of pazopanib to placebo (PALETTE study) in patients with at 
least 1 prior line of chemotherapy in the advanced disease setting demonstrated an 
improvement of median PFS from 1.6 to 4.6 months (HR=0.31; p<0.001), ORR 4% versus 0% 
(p=0.019) but no improvement in median OS (12.5 versus 10.7 months; HR=0.86, p=0.15).  
Quality of life was measured by Global QoL Score, EORTC QLQ-C30 and EQ-5D at baseline, 
weeks 4, 8 and 12.  Overall, there was no difference in Global QoL Score, but patients on 
pazopanib experienced significantly more diarrhea and anorexia.  Overall, 99% of patients 
treated with pazopanib experienced adverse events (AE) as compared to 89% in the 
placebo-arm.  The most common treatment-related AE were dyspnea, elevation of 
AST/ALT, anemia, pneumothorax and venous thromboembolic disease.  The pazopanib 
treated patients were more likely to experience fatigue, diarrhea, weight loss and 
hypertension.  Based on the result of this study, pazopanib received regulatory approval 
from FDA, Health Canada and other jurisdictions. However, pazopanib was not 
recommended for funding by pCODR for patients with STS. 

Gemcitabine/docetaxel was initially reported in a single-arm phase II study in previously 
treated LMS by Hensley et al.  In this study, 34 patients with either uterine or non-uterine 
LMS, of whom 50% had prior chemotherapy, were treated with gemcitabine at 900 mg/m2 
on days 1 and 8 and docetaxel at 100 mg/m2 on day 8 every 3 weeks with G-CSF support.12  
Overall response rate was 53% and the median PFS was 5.6 months.  Subsequently, single-
arm phase II studies in treatment-naïve and previously treated uterine LMS were reported 
with ORR of 35.8% and 27% respectively, and mPFS of 4.4 months and 5.6 months 
respectively.20,21  Maki et al. reported a randomized phase II trial comparing 
docetaxel/gemcitabine with gemcitabine.  Thirty-two percent of patients had LMS.  The 
median PFS in the combination arm was 6.2 months as compared to 3 months in the 
gemcitabine-arm, and corresponding median OS were 17.9 and 11.5 months.   Specifically, 
the response rates in the LMS patients (N=38) treated with the combination and 
gemcitabine alone were 27.5% and 11.1%, respectively.  Despite G-CSF support, the 
combination arms treated were more likely to develop febrile neutropenia, neutropenia, 
anemia and thrombocytopenia.22  

The French Sarcoma Group reported their randomized phase II study of gemcitabine versus 
gemcitabine/docetaxel with stratification into uterine and non-uterine LMS.  
Unfortunately, there were no difference in the response rate (uterine LMS:  19% versus 24% 
and non-uterine LMS:  14% versus 5%) and PFS (uterine LMS: 5.5 versus 4.7 month and non-
uterine LMS:  6.3 versus 3.8 months).23   

Gupta et al. performed a systemic review of gemcitabine/docetaxel in first and second-
line uterine LMS as compared to doxorubicin.  The combination treated patients may have 
a longer median OS and ORR.  But the combination may be one option in these patients, 
amongst doxorubicin and single agent gemcitabine.24     

In the Annual Meeting of the American Society of Clinical Oncology 2015, the randomized 
phase III trial comparing doxorubicin with gemcitabine/docetaxel with G-CSF support in 
patients with treatment naïve advanced uterine LMS (>30% of enrolled patients), synovial 
sarcoma, pleomorphic sarcoma and other sarcomas (GeDDis trial).25  Two hundred and 
fifty-seven patients were randomized in a 1:1 fashion.  The primary endpoint of PFS at 24 
weeks were similar (46.1% for doxorubicin-arm and 46% in gemcitabine/docetaxel-arm; 
HR=1.28, p=0.07) and so was the OS at 24 weeks (86.7% versus 82.5%, respectively; 
HR=1.07, p=0.67).  Patients treated in the combination arm had lower dose intensity, more 
delay and termination of treatment due to toxicity. 
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Other agents in the previously treated patients include ifosfamide, particularly high-dose 
ifosfamide, if not used in first-line, dacarbazine and dacarbazine/gemcitabine 
combination.   

Preclinical evidence showed a dose response relationship of ifosfamide in STS. Various 
phase II studies of single ifosfamide administered at different doses and schedules yielded 
ORR in previously untreated and treated STS patients of 6-90% and 8-53.8%, respectively.26-

38     

More specifically for advanced well-differentiated and dedifferentiated LPS, ifosfamide 
administered as 14 g/m2 as continuous infusion over 14 days every 4 weeks with 80% of 
patients had prior treatment including 19 had prior doxorubicin/ifosfamide and 2 with 
doxorubicin and 1 with trabectedin.  Seven PR’s were observed but all were in 
dedifferentiated liposarcoma and a median PFS was 7 months.  Toxicity  included grade 2 
or 3 anemia (3/28), grade 3 or 4 neutropenia (4/28), grade 3 thrombocytopenia (1/28), 
grade 3 nausea (3/28) and grade 3 fatigue (6/28) as well as 1 patient with grade 3 
confusion.39 

A phase II study of dacarbazine administered as 800 mg/m2 on day 1 or 400 mg/m2 on days 
1 and 2 and 300 mg/m2 on days 1-3 every 3 weeks reported a combined response rate for 
all the schedules at 7.5% and median PFS of 2 months in second- or third-line STS.  The 3-
month progression-free rate was 26%,32 which is deemed to be an active regimen according 
to the EORTC criteria.40 

The Spanish Sarcoma Group reported a randomized phase II trial of gemcitabine versus 
gemcitabine/dacarbazine in previously treated STS.  One hundred and thirteen patients 
were enrolled and the progression-free rate at 3 months was 56% in the combination arm 
as compared to 37% (p=0.001).  The median PFS (4.2 versus 2 months; HR=0.58, p=0.005), 
median OS (16.8 versus 8.2 months; HR=0.56; p=0.014), ORR (49% versus 25%, p=0.009) 
were all superior in the combination.  The combination was considered as well tolerated 
with the most common toxicity being neutropenia, asthenia, vomiting and stomatitis.  No 
patients discontinued therapy in either arm due to toxicity.41  

CDK 4 is found to be amplified in >90% of well-differentiated and dedifferentiated LPS.14,15 
Dickson et al. reported a phase II study of palbociclib (PD0332991), a CDK4/6 inhibitor, in 
this patient population.  Out of the 51 patients enrolled, 48 patients had CDK4 
amplification and 41 had intact Rb gene.  Thirty patients were treated and 17% of whom 
had pure well-differentiated LPS and 63% had prior doxorubicin-based chemotherapy.  
Overall, 1 patient had a PR and 3 had some reduction in the size of the tumour.  The PFR 
at 3 month was 66% which fulfilled the EORTC criteria for clinical activity, with the 
corresponding median PFS at 18 weeks.  Toxicity was mostly haematological, including 
grade 3 or 4 anemia (17%), neutropenia (50%) and thrombocytopenia (17%).  24% of 
patients required dose reduction.42  A phase III trial is currently being planned.   

Schoffski et al. reported in the Annual Meeting of the American Society of Oncology in 
2015 the phase III trial of eribulin versus dacarbazine in patients with previously treated 
LMS and LPS.  Eribulin is a halichondrin B analog that primarily disrupts the microtubule 
dynamic by binding at the plus ends leading to inhibition of the growth phase of 
microtubules.43-45 In addition, it also affects the tumour vasculature, reverses epithelial-
mesenchymal transition and suppression of migration and invasion by cancer cells.46-48 The 
12-week PFR in the phase 2 study in adipocytic sarcoma was 47% and 32% in LMS exceeded 
EORTC criteria for acceptable clinical activity for further development in the phase 3 
setting.49 Patients who had at least intermediate grade LPS and LMS, received at least 2 
lines of prior chemotherapy in the advanced setting, and ECOG 0-2 were randomized to 
eribulin at 1.4 mg/m2 on days 1 and 8 or dacabazine at 850 or 1000 or 1200 mg/m2 on day 
1 every 3 weeks.  With 451 patients randomized in a 1:1 ratio, the median OS was 13.5 
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eribulin) versus 11.5 months (dacarbazine); HR=0.768, p=0.0169, with no difference in PFS 
at 2.6 months (HR=0.877, p=0.2287) or 12-week PFS rate (OR=0.13, p=0.253).  Overall RR 
was comparable in the 2 arms (3.9% in the eribulin-arm vs. 4.9% in the dacarbazine-arm).  
Survival benefit was observed in all preplanned subgroups, including grades, baseline ECOG 
PS, prior therapy, age, sex, number of prior regimens as well as geographical regions.  
Treatment-related grade 3-5 AEs occurred in 67.3% of eribulin-treated patients and 56.3% 
of dacarbazine-treated patients. There were more patients withdrawn from therapy and 
had dose reduction in eribulin-arm but similar proportion of patients had dose interruption 
between the 2 arms.  The most common toxicity included neutropenia, fatigue, nausea, 
alopecia, constipation, anemia, pyrexia, asthenia and peripheral sensory neuropathy. 

 

3.3 Evidence-Based Considerations for a Funding Population 

Trabectedin is being considered for funding in patients with recurrent or metastatic LMS 
and LPS who have received prior doxorubicin-based chemotherapy.  In the study comparing 
trabectedin and dacarbazine, 88% patients had at least 2 lines of chemotherapy, >90% had 
prior surgery and 50% had prior radiotherapy.  Seventy-three percent were LMS, including 
both uterine (39%) and non-uterine LMS (34%) and 27% LPS, including myxoid ± round cell, 
pleomorphic and dedifferentiated subtypes.  It is estimated about 480 STS patients died in 
2010 in Canada, of whom at most 40% had LMS and LPS.  Thus, about 190 patients will 
potentially be eligible for trabectedin.  But due to advanced age, co-morbidity and 
performance status > 2, the number patients who will likely be eligible to receive 
trabectedin in Canada will be less than 190.   

Eligibility to receive trabectedin will be determined by the histological diagnosis by local 
pathologists and the fulfillment of laboratory criteria regarding AST/ALT, bilirubin, 
alkaline phosphatise and CK.   

 

3.4 Other Patient Populations in Whom the Drug May Be Used 

Based on phase II or retrospective studies, trabectedin demonstrated anti-tumour activity 
in synovial sarcoma,50,51 other translocation associated sarcomas,52,53 undifferentiated 
sarcoma,50 and other subtypes.54,55 

To date, there is no evidence that shows trabectedin to be superior to doxorubicin in the 
treatment naïve, advanced STS setting.56       



 

pCODR Final Clinical Guidance Report - Trabectedin (Yondelis) for Metastatic Liposarcoma or Leiomyosarcoma 
pERC Meeting: May 19, 2016; pERC Reconsideration Meeting: July 21, 2016 
© 2016 pCODR | PAN-CANADIAN ONCOLOGY DRUG REVIEW   21 

4 SUMMARY OF PATIENT ADVOCACY GROUP INPUT    

One patient advocacy group, Sarcoma Cancer Foundation of Canada (SCFC), provided input on the 
trabectedin (Yondelis) submission as treatment for patients with metastatic liposarcoma or 
leiomyosarcoma, and their input is summarized below. 

SCFC conducted lengthy one on one conversations with a total of 6 patients, and caregivers in the 
Canadian Sarcoma community to gather insight into their personal experience.  
 
Questions asked by SCFC included information about respondents’ specific tumour type, where 
their treatment took place, whether they have used trabectedin, what side effects they can 
describe, their experience with sarcoma, barriers to everyday living, challenges associated with 
the disease and what type of support they could be offered to ease their burden.  
 
There were 4 female and 2 male respondents. All respondents were Canadian adults ranging in age 
from mid-30 to close to 70 years of age. Of the 6 respondents, 2 had specific experience using 
trabectedin, and 2 were caregivers for patients who had experience with trabectedin. SCFC 
reported that input was also informed by conversations within the Canadian Sarcoma community 
regarding challenges posed by the disease and patient experience living with sarcoma. SCFC 
stated that they receive calls and emails on a daily basis at their 1-800 telephone line and to their 
email and are very involved with clinics across Canada. According to SCFC, these calls and emails 
have given them substantial insight into the patient experience.  

SCFC also noted that sarcoma is a rare cancer and as there are over 50 types, a community search 
was required in order to find people with the specific tumour types indicated. Consequently, SCFC 
stated that more input from respondents could have been possible had there been additional time 
to search for these respondents.  

From a patient perspective, as current treatments typically result in various side effects, patients 
stated that they would be willing to tolerate side effects, especially if it resulted in slowing or 
stopping disease progression. Reported side-effects include fatigue, nausea (with some vomiting), 
and iron deficiency. These side effects were reported in addition to patients’ other sarcoma 
symptoms.  

According to the SCFC, the key symptoms associated with liposarcoma or leimyosarcoma include 
severe pain, fatigue, difficulty breathing, difficulty sleeping, cough, constipation and cessation of 
ability to complete daily tasks. SCFC reported that physicians may try different treatments for 
patients based on what chemotherapies have been previously tried, and the availability of clinical 
trials. SCFC noted that treatments must be accessed in hospital or in a cancer clinic and therefore 
some patients may have to travel to access treatment, often having to stay overnight or for longer 
periods of time away from their homes, increasing the financial hardship of this disease. 

Please see below for a summary of specific input received from Sarcoma Cancer Foundation of 
Canada. Quotes are reproduced as they appeared in the survey, with no modifications made for 
spelling, punctuation or grammar.  The statistical data that are reported have also been 
reproduced as is according to the submission, without modification.  
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4.1 Condition and Current Therapy Information 

4.1.1 Experiences Patients have with Metastatic Liposarcoma or 
Leiomyosarcoma 

 
SCFC highlighted that there are currently a limited number of therapies for patients with 
metastatic liposarcoma or leiomyosarcoma and survival rates are low. SCFC reported that the key 
symptoms associated with liposarcoma or leimyosarcoma include severe pain, fatigue, difficulty 
breathing, difficulty sleeping, cough, constipation and cessation of ability to complete daily tasks.  
 
SCFC also found that a lack of sleep, ongoing pain and other physical symptoms can often make 
everyday tasks, such as, driving or cooking difficult or impossible. Therefore, it was stated that 
patients need more support than prior to living with these types of sarcoma. SCFC indicated that 
there are multiple conditions which patients suffer from including acid reflux, cough, and pain, 
and also find it problematic maintaining nutrition. All of these were stated as possibly affecting 
sleep, memory, mood and general energy levels of patients. 
 
SCFC indicated that patients are often unable to work while suffering from this disease. This can 
be due to a combination of factors, which leads patients to lose their ability to financially support 
themselves or their families, thus causing hardship and depression or feelings of hopelessness.  
 
In addition, patients with this metastatic disease are often confined to bed for periods of time or 
to their home. Another disadvantage is that treatments can be time consuming involving several 
trips to the hospital and specialists’ office.  

 
 
4.1.2 Patients’ Experiences with Current Therapy for Metastatic Liposarcoma or 
Leiomyosarcoma 

SCFC indicated that surgery or radiation is used in some patients, but where that is not an option, 
these patients must turn to chemotherapies and medications. Often, these medications are 
limited for soft tissue sarcomas. 
 
SCFC reported that current treatments include: doxorubicin, ifosfamide, doxorubicin 
and ifosfamide, doxorubicin and dacarbazine, gemcitabine, gemcitabine and docetaxel, 
dacarbazine, dacarbazine and gemcitabine, and pazopanib.  SCFC submitted that patients would 
be willing to tolerate side effects, as current treatments also typically result in various side 
effects. The willingness to tolerate side-effects was most prevalent in cases where results showed 
slowing or stopping disease progression. 
 
SCFC specified that treatments must be accessed in hospital or in a cancer clinic. Therefore some 
patients, depending on where they live, may be required to travel to access treatment, often 
having to stay overnight or for longer periods of time away from their homes, which increases the 
financial hardship of this disease.  

SCFC also reported that knowing the survival outcomes of soft tissue sarcomas are not currently 
high; therefore it is difficult to keep patients in positive spirits and give them hope for positive 
outcomes. SCFC indicated that this new treatment under review would be welcome by physicians 
and patients in order to continue to combat metastatic liposarcoma or leiomyosarcoma.  
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4.1.3 Impact of Metastatic Liposarcoma or Leiomyosarcoma and Current Therapy 
on Caregivers 

SCFC received input from 2 caregivers and noted their personal experience on caring for a 
sarcoma cancer patient.  
 
According to SCFC, caring for patients with these types of soft tissue sarcomas is very taxing on 
both caregivers and families.  
 
SCFC stated that caregivers are often unable to work or have to take extended periods of leave to 
care for patients, and this is aside from the financial impact already described by the patient 
being unable to work.  
 
To help illustrate the experience of the caregiver, below are some of the key responses reported 
by SCFC: 
 

1) Living with pain, difficulty breathing, difficulty sleeping, depression and other symptoms 
takes a toll not only on the patient but on the caregiver watching them suffer as well. 

2) Lengthy and frequent treatment and doctor’s appointments for patient and caregivers. 
3) It can often be a full time commitment to take care of a patient with this type of cancer 

as caregivers also have to make up for the patient’s inability to undertake daily tasks. 
 

4.2 Information about the Drug Being Reviewed 

4.2.1 Patient Expectations for and Experiences To Date with Trabectedin 

According to SCFC, there are no specific expectations other than the fact that patients and the 
medical community welcomes access to this treatment. SCFC submits that drug under review is 
showing positive effects on slowing disease progression for patients; and therefore, both patients 
and caregivers who do not have experience with this drug are optimistic with potentially having an 
additional treatment for this cancer.   

According to SCFC, there were only 2 patients found who had previous experience with 
trabectedin.  These patients obtained the drug under review through clinical trials, a 
manufacturer’s compassionate supply, by paying for it out of pocket or through private insurance.  

However, those who have experience found it to slow disease progression and to be tolerable in 
terms of reported side-effects such as fatigue, nausea, and iron deficiency.   

SCFC reported that when treatment is not a first-line therapy, it is often difficult to separate 
disease symptoms from side effects of previous treatments, and from side effects of current 
treatments.  

SCFC also indicated that both patients and caregivers reported that trabectedin improved their 
quality of day to day life and some patients experienced a halt in disease progression while being 
on treatment. 
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4.3 Additional Information 

SCFC noted that trabectedin was seen as a positive and welcome option in the sarcoma 
community. 
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5 SUMMARY OF PROVINCIAL ADVISORY GROUP (PAG) INPUT   

The Provincial Advisory Group includes representatives from provincial cancer agencies and 
provincial and territorial Ministries of Health participating in pCODR. The complete list of PAG 
members is available on the pCODR website. PAG identifies factors that could affect the 
feasibility of implementing a funding recommendation. 

Overall Summary 

Input was obtained from all nine provinces (Ministries of Health and/or cancer agencies) 
participating in pCODR. PAG identified the following as factors that could impact the 
implementation of trabectedin for liposarcoma and leiomyosarcoma: 

  Clinical factors:  
• Provides another treatment option for a very small number of patients 

  
 Economic factors: 

• Drug wastage 
• Hospital admission and resources required to administer the 24 hour infusion 

via central line 
  
Please see below for more details. 

5.1 Factors Related to Comparators 

There is no standard of care for patients with advanced liposarcoma or leiomyosarcoma 
after prior therapy with an anthracycline and ifosfamide chemotherapy.  In the very small 
number of patients in Canada, treatment with gemcitabine, pazopanib1, and dacarbazine 
has been used. 
1 Pazopanib for soft tissue sarcoma was reviewed by pCODR and pERC did not recommend 
funding.  Pazopanib is not funded in most provinces for this indication; in some provinces, 
pazopanib is considered for funding on a case-by-case basis. 

 

5.2 Factors Related to Patient Population 
PAG noted that liposarcoma and leiomyosarcoma are uncommon cancers. In some 
provinces, there may only be one or two patients with this subtype of sarcoma. 
Trabectedin would provide another treatment option for these patients. 

PAG noted that trabectedin is provided by the manufacturer’s compassionate access 
program for treatment of sarcomas, not limited to liposarcoma and leiomyosarcoma. Thus, 
PAG is seeking information on the generalizability of trial results to other soft tissue 
sarcomas. 

In addition, PAG noted that there are ongoing trials for use of trabectedin in combination 
with docetaxel for first-line treatment of sarcoma but recognizes this would be out of 
scope for this review.  

 

5.3 Factors Related to Dosing  

PAG noted that trabectedin is administered every three weeks until disease progression.  
Although the every three week administration schedule is an enabler to implementation, 
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the indefinite treatment duration could be a barrier to implementation because the 
impact on resources is unknown. 

 

5.4 Factors Related to Implementation Costs 

PAG had concerns for incremental costs due to drug wastage, since vial sharing is unlikely 
possible given the very small number of patients. The dose of trabectedin is based on 
weight and there is only one vial size (1mg per vial).  A dose of 2.55mg (1.5mg/m2 x 1.7 
m2) would result in drug wastage. This is a barrier to implementation. 

PAG indicated that the administration of trabectedin will require admission to hospital for 
insertion of a central line and for the 24-hour infusion. This would be another barrier to 
implementation as hospital resources are required and patient access could be limited to a 
small number of tertiary care centers.  

 

5.5 Factors Related to Health System 

Trabectedin, being an intravenous drug, would be administered in an outpatient 
chemotherapy center or inpatient hospital for appropriate administration and monitoring 
of toxicities. If recommended for funding, intravenous chemotherapy drugs would be fully 
funded in all jurisdictions for eligible patients. This would be an enabler as there would be 
no co-pays or deductibles for patients. 

However, PAG noted that trabectedin is administered as a 24-hour infusion via a central 
line.  This would require patients to be admitted to hospital for treatment as an in-
patient, and would also have hospital resource implications. This would be a barrier to 
implementation.  

 

5.6 Factors Related to Manufacturer 

Trabectedin was provided by the manufacturer on a compassionate basis for the treatment 
of sarcoma. PAG is seeking clarity on whether the manufacturer’s compassionate program 
will continue for patients using trabectedin for other soft tissue sarcomas and in the first-
line setting.  
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Methodological filters were applied to limit retrieval to randomized controlled trials 
and controlled clinical trials. Where possible, retrieval was limited to the human 
population. The search was also limited to English language documents, but not 
limited by publication year. The search is considered up to date as of May 5, 2016. 
 

Grey literature (literature that is not commercially published) was identified by 
searching the websites of regulatory agencies (Food and Drug Administration and 
European Medicines Agency), clinical trial registries (U.S. National Institutes of Health 
– clinicaltrials.gov and Canadian Partnership Against Cancer Corporation - Canadian 
Cancer Trials), and relevant conference abstracts. The search for conference abstracts 
of the American Society of Clinical Oncology (ASCO) was limited to the last five 
years.  Searches were supplemented by reviewing the bibliographies of key papers and 
through contacts with the Clinical Guidance Panel. In addition, the manufacturer of 
the drug was contacted for additional information as required by the pCODR Review 
Team.  

6.2.3 Study Selection 

One member of the pCODR Methods Team selected studies for inclusion in the review 
according to the predetermined protocol. All articles considered potentially relevant 
were acquired from library sources. Two members of the pCODR Methods Team 
independently made the final selection of studies to be included in the review and 
differences were resolved through discussion. 

Included and excluded studies (with reasons for exclusion) are identified in section 
6.3.1. 

6.2.4 Quality Assessment  

Assessment of study bias was performed by one member of the pCODR Methods Team 
with input provided by the Clinical Guidance Panel and other members of the pCODR 
Review Team.  SIGN-50 Checklists were applied as a minimum standard. Additional 
limitations and sources of bias were identified by the pCODR Review Team. 

6.2.5 Data Analysis 

No additional data analyses were conducted as part of the pCODR review.  

6.2.6 Writing of the Review Report 

This report was written by the Methods Team, the Clinical Guidance Panel and pCODR:   

• The Methods Team wrote a systematic review of the evidence and summaries 
of evidence for supplemental questions. 

• The pCODR Clinical Guidance Panel wrote a summary of background clinical 
information and the interpretation of the systematic review. The Panel 
provided guidance and developed conclusions on the net overall clinical 
benefit of the drug.  

• The pCODR Secretariat wrote summaries of the input provided by patient 
advocacy groups and by the Provincial Advisory Group (PAG). 
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6.3 Results 

6.3.1 Literature Search Results 

Of the 74 reports identified in the literature search, eight publications concerning one unique study57 
were included in the pCODR systematic review.   
 

 Figure 1. QUOROM Flow Diagram for Inclusion and Exclusion of studies 
 

Citations identified in literature 
search: n=74 

 
 

Potentially relevant reports     
identified and screened: n=5 

 
 
 

 
 

 
 
   
 

 
 
 
 

 
 

8 reports presenting data from 1 unique RCT: ET743-SAR-3007  
 
Demetri et al., 201557 
 
References related to ET743-SAR-3007: 
Demetri 201558 (abstract) 
Demetri 20157 (poster) 
Von Mehren 201559 (abstract) 
Patel 201560 (abstract) 

 
 

Additional references: 
pCODR submission61 
FDA medical review10 
FDA statistical review62 

  
 

6.3.2 Summary of Included Studies 

6.3.2.1 Detailed Trial Characteristics 

a) Trials 

One phase III, open-label, multicenter active-controlled RCT (ET743-SAR-3007, 
NCT01343277) was included in this review (see Table 4 for detailed information).57 
The RCT evaluated the efficacy and safety of trabectedin in patients with 
advanced/metastatic liposarcoma or leiomyosarcoma after failure of prior 
anthracycline-based chemotherapy. Patients were randomized to receive either 

Potentially relevant 
reports from other 
sources: n=3 

Total potentially relevant reports 
identified and screened: n=8 

Reports identified from 
alerts: n=0 

Reports excluded: n=0 
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trabectedin or dacarbazine. The primary efficacy endpoint in this study was overall 
survival (OS). The secondary endpoints included progression-free survival (PFS), 
change in symptom severity, objective response rate (ORR), and safety. 

Patients and investigators were not blinded during the study. Investigators assessed 
tumour response by radiographic imaging of the chest, abdomen and pelvis until 
disease progression, subsequent anticancer therapy or death occurred. The 
radiographic PFS (rPFS) results from approximately 60% of the study participants 
(from sites that enrolled nine or more patients at the time of the interim analysis 
of OS) were retrospectively audited by independent radiologists who were unaware 
of the treatment assignments.10 Safety data of the study drugs were assessed based 
on observed adverse events, clinical laboratory tests, vital sign measurement, 
physical examination, cardiac function and concomitant medication use by 
investigators.  
 
With a planned sample size of 570 patients, the study would have 80% power to 
detect a statistically significant difference between a median OS of 10 months in 
the dacarbazine group and a median OS of 13.5 months in the trabectedin group 
(target OS hazard ratio [HR] of 0.74) with 376 events, at a two-sided significance 
level of 0.05. The interim analysis of OS in this study was planned when 50% of the 
required number of events (188 deaths) occurred. The analysis of PFS was 
scheduled at the same time of the OS interim analysis after a projected 331 PFS 
events, with a power of at least 90% to detect a difference in median PFS between 
dacarbazine and trabectedin (2.50 months versus 3.75 months, respectively; target 
HR of 0.667), at a two-sided significance level of 0.05. OS and PFS between 
trabectedin and dacarbazine were compared using an unstratified log-rank test, 
with a level of significance of 0.05. The Fisher’s exact test was used to detect the 
difference in ORR between the study drugs. The data cut-off date for the interim 
analysis of OS was September 16, 2013, while the cut-off date for the final analysis 
of OS was January 5, 2015. The intention-to-treat (ITT) population, which was 
defined as all randomized patients, was the primary analysis population for the 
efficacy analyses.62 
 

  











 

pCODR Final Clinical Guidance Report - Trabectedin (Yondelis) for Metastatic Liposarcoma or Leiomyosarcoma 
pERC Meeting: May 19, 2016; pERC Reconsideration Meeting: July 21, 2016 
© 2016 pCODR | PAN-CANADIAN ONCOLOGY DRUG REVIEW   35 

e) Limitations/Sources of Bias 

ET743-SAR-3007 was an open-label randomized trial. Central randomization was 
carried out to ensure allocation concealment and balanced patient characteristics 
at baseline. Cross-over from dacarbazine to trabectedin was not allowed before 
interim analysis of OS to avoid data contamination. Tumour response measured by 
radiographic imaging of the chest, abdomen and pelvis was assessed by 
investigators, while approximately 60% of such results were retrospectively audited 
by independent radiologists who were unaware of the treatment assignments. An 
independent Data Monitoring Committee was established to monitor the efficacy 
and safety data, to ensure patient safety throughout the study and to assess if 
efficacy objectives had been achieved. Other strengths of the study included an 
appropriate sample size and power calculation for OS and PFS, ITT analysis and 
subgroup analyses to adjust for various patient/trial characteristics. 

Potential limitations in the ET743-SAR-3007 study include: 

• Patients and investigators were not blinded during the study. The impact of 
an open-label study design on patient-reported outcomes is unknown.  

• According to the Clinical Guidance Panel, there is no standard of care in 
Canada and dacarbazine is a reasonable comparator.  

• Three protocol amendments occurred during the study; 58 patients were 
enrolled at the time of the third amendment (a change to allow 
anthracycline and ifosfamide containing regimen and one additional 
cytotoxic chemotherapy; provision for de-bulking surgery and the criteria to 
be met for such surgery, an update to the definition of PFS, an update to 
the most recent version of MDASI questionnaire, and minor editorial 
changes and clarifications). It was unclear how the protocol amendment 
would change the recruitment procedure, number of participants, inclusion 
criteria and efficacy assessment. 

• Even though in general, the patients’ baseline characteristics were similar 
between the two treatment groups, there were still differences in races, 
BMI and time since initial diagnosis to randomization, which would have 
introduced biases into the study. Internal validity of the study was 
compromised because these imbalanced patient characteristics at baseline 
had the potential to bias the study results; however, it is unknown how 
these imbalances have affected the results.  

• Various post-progression treatment modalities may bias OS. A higher 
percentage of patients in the dacarbazine group received chemotherapy, 
radiotherapy or surgery, compared to those in the trabectedin group. It is 
challenging to predict the direction that the OS may have been biased, due 
to the different efficacy and safety profile of the adopted post-progression 
treatment modalities.  

• Patient-reported outcomes were measured using MDASI scores and was 
insufficiently reported. The results were based on a small group of patients 
who were still on treatment at the time of completing the questionnaire 
(20% in the trabectedin group and 8% in the dacarbazine group by Cycle 8). 
Therefore the results should be interpreted with caution. 

• Generalizability of the study results is limited because of the rigorous 
patient selection criteria. Patients with ECOG performance status score of 2 
or with CNS metastasis were excluded. It may be unusual to see a large 
proportion of patients with good performance status in this population. The 
effect of high performance status scores on the assessment of the impact of 
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As of September 16, 2013, the number of pre-specified PFS events in sample size 
calculation was reached. The median PFS was longer in the trabectedin group 
(4.2 months), as compared with 1.5 months in the dacarbazine group (HR = 0.55, 
95% CI 0.44 to 0.70, p < 0.0001). Compared to dacarbazine, treatment with 
trabectedin was associated with a statistically significant decrease (45%) in the 
risk of disease progression or death. 

In an ESMO poster (2015) relevant to the Demetri study, the authors reported 
PFS stratified by histological subtype (liposarcoma and leiomyosarcoma).7 In the 
liposarcoma subgroup, the median PFS was 3.0 months in the trabectedin group 
and 1.5 months in the dacarbazine group, HR = 0.55 (95% CI 0.34 to 0.87, p = 
0.009). In the leiomyosarcoma subgroup, the median PFS was 4.3 months in the 
trabectedin group and 1.6 months in the dacarbazine group, HR = 0.55 (95% CI 
0.42 to 0.73, p < 0.0001). All subgroup analyses were pre-planned. 

FDA agreed that the independent radiologists’ assessment of the rPFS results for 
approximately 60% of the study participants (4.3 months in the trabectedin 
group vs. 1.9 months in the dacarbazine group; HR = 0.55, 95% CI 0.40 to 0.75, 
p=0.0001) appeared consistent with the investigator’s assessment of rPFS (HR = 
0.58, 95% CI 0.43 to 0.79, p=0.0004).14 

3. Health-related Quality of Life 

M.D. Anderson Symptom Inventory (MDASI) scores were used to assess patients’ 
perceived symptom burden and determine the impact of treatment on symptom 
change or stability. MDASI is a 19-item self-reported questionnaire in that 13 
items are related to symptom severity and six items measure how much these 
symptoms have interfered with six daily activities. All items are rated from 0 
(symptom not present or did not interfere) to 10 (most severe symptom or 
interfered completely).10,64 

At baseline, MDASI scores were low in both treatment groups. By Cycle 8, there 
were no meaningful changes from baseline were observed through 8 cycles for 
either treatment group, except that at Cycle 2, 9.4% of patients in the 
trabectedin group reported nausea compared with 3.3% of patients in the 
dacarbazine group, p = 0.0396. The results were based on the responses from 71 
patients in the trabectedin group and 14 patients in the dacarbazine group who 
were still treated with the study drugs by Cycle 8. No other details were 
provided on this outcome.14 

4. Objective Response Rate (ORR) 

ORR was defined as partial response or complete response while on study 
treatment based on investigator assessments of target, non-target, and new 
lesions using RECIST 1.1. Only patients with measurable soft tissue disease at 
baseline were included in the analysis.  

Higher ORRs, based on partial response as complete response was not observed 
in either group, were reported in the trabectedin group as compared to the 
dacarbazine group; however a statistically significant difference between the 
treatment groups was not detected: 34 patients (9.9%) vs. 12 patients (6.9%) 
respectively, odds ratio = 1.47, p = 0.33. The median duration of response was 
6.5 months with trabectedin and 4.2 months with dacarbazine; however, 
statistically significant difference between the two groups was not detected, p = 
0.14. 
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Harms Outcomes 

The safety analysis population consisted of 550 patients who had received at least 
one dose of the study drug at the final analysis of OS, 378 from the trabectedin 
group and 172 from the dacarbazine group. Adverse events were classified using 
the NCI-CTCAE and monitored by an independent data monitoring committee.  
 
Details of adverse events associated with the use of trabectedin compared with 
dacarbazine are presented in Tables 9 and 10. 
 

5. Any Adverse Events (AEs) 

Treatment-emergent AEs were reported in 377 (100%) patients in the 
trabectedin group and in 170 (99%) patients in the dacarbazine group. The most 
common AEs were predominantly of grade 1 to 2 severity. Among the 378 
patients who received at least one dose of trabectedin, the most commonly 
reported adverse reactions (≥ 20%) were nausea (75%), fatigue (69%), vomiting 
(46%), constipation (37%), decreased appetite (37%), diarrhea (35%), peripheral 
edema (28%), dyspnea (25%) and headache (25%). The most common laboratory 
abnormalities (≥20%) were increases in AST (38%) or ALT (49%), neutropenia 
(31%), and anemia (42%). Patients in the trabectedin group (81%) were more 
likely to report a Grade 3-4 AE compared to those in the dacarbazine group 
(57%).Increased AST (16%) and ALT (31%), neutropenia (30%) and anemia (18%) 
were frequently reported Grade 3-4 AEs (≥ 10%).10,65 

6.  Serious Adverse Events (SAEs) 

As of the final analysis of OS in ET743-SAR-3007, a larger proportion of patients 
treated with trabectedin reported SAEs than those treated with dacarbazine: 
155 (41%) vs. 52 (30%), respectively.66 The most frequent (≥ 2%) non-fatal SAEs 
in the trabectedin group compared to the dacarbazine group were nausea, 
vomiting, dyspnea, febrile neutropenia, pyrexia, dehydration, and acute renal 
failure.10 

7.  Withdrawal due to Adverse Events 

A higher percentage of patient withdrawal due to adverse events was observed 
in the trabectedin group (10%) compared to the dacarbazine group (6%) as of 
September 16, 2013.10 As of January 5, 2015, a higher percentage of patient 
withdrawal due to adverse events was reported in the trabectedin group (26%) 
compared to the dacarbazine group (22%).66 

8.   Adverse Events of Special Interest 

Rhabdomyolysis was reported in four patients (1.2%) of the trabectedin-treated 
patients, and no patients in the dacarbazine group.10  

9. Deaths 

In total, 220 patients (58%) in the trabectedin group and 102 patients (59%) in 
the dacarbazine group died during a period of three years and eight months 
from the start of the study. Twelve patients (3.2%) in the trabectedin died due 
to treatment-emergent adverse events. None of the patients in the 
dacarbazine group died due to adverse events.10 
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7 SUPPLEMENTAL QUESTIONS  

No supplemental questions were addressed in this review. 
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8 ABOUT THIS DOCUMENT  

This Clinical Guidance Report was prepared by the pCODR Sarcoma Clinical Guidance Panel and 
supported by the pCODR Methods Team. This document is intended to advise the pCODR Expert 
Review Committee (pERC) regarding the clinical evidence available on Trabectedin (Yondelis) for 
Metastatic Liposarcoma or Leiomyosarcoma. Issues regarding resource implications are beyond the 
scope of this report and are addressed by the relevant pCODR Economic Guidance Report.  Details 
of the pCODR review process can be found on the CADTH website (www.cadth.ca/pcodr).    

pCODR considers it essential that pERC recommendations be based on information that can be 
publicly disclosed. Information included in the Clinical Guidance Report was handled in 
accordance with the pCODR Disclosure of Information Guidelines. There was no non-disclosable 
information in the Clinical Guidance Report provided to pERC for their deliberations. 

This Final Clinical Guidance Report is publicly posted at the same time that a pERC Final 
Recommendation is issued. The Final Clinical Guidance Report supersedes the Initial Clinical 
Guidance Report. Note that no revision was made in between posting of the Initial and Final 
Clinical Guidance Reports. 

The Sarcoma Clinical Guidance Panel is comprised of three oncologists. The panel members were 
selected by the pCODR secretariat, as outlined in the pCODR Nomination/Application Information 
Package, which is available on the CADTH website (www.cadth.ca/pcodr).  Final selection of the 
Clinical Guidance Panels was made by the pERC Chair in consultation with the pCODR Executive 
Director. The Panel and the pCODR Methods Team are editorially independent of the provincial 
and territorial Ministries of Health and the provincial cancer agencies.   
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15 
((muscle or adipose tissue* or fat tissue* or soft tissue*) and (tumor* or tumour* or cancer* or 

neoplasm* or sarcoma*)).ti,ab. 
160526 

16 or/12-15 216526 

17 11 and 16 697 

18 17 use oemezd 431 

19 10 or 18 711 

20 limit 19 to english language 677 

21 remove duplicates from 20 456 

22 (Randomized Controlled Trial or Controlled Clinical Trial).pt. 925227 

23 Randomized Controlled Trial/ 795909 

24 Randomized Controlled Trials as Topic/ 132081 

25 "Randomized Controlled Trial (topic)"/ 88775 

26 Controlled Clinical Trial/ 481320 

27 Controlled Clinical Trials as Topic/ 9531 

28 "Controlled Clinical Trial (topic)"/ 5636 

29 Randomization/ 174151 

30 Random Allocation/ 167805 

31 Double-Blind Method/ 335678 

32 Double Blind Procedure/ 127573 

33 Double-Blind Studies/ 221098 

34 Single-Blind Method/ 53737 

35 Single Blind Procedure/ 21272 

36 Single-Blind Studies/ 55248 

37 Placebos/ 279980 

38 Placebo/ 281016 

39 Control Groups/ 86990 

40 Control Group/ 86902 

41 (random* or sham or placebo*).ti,ab,hw. 3078075 
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4. Grey Literature search via:  
 
Clinical trial registries:  
 

U.S. NIH ClinicalTrials.gov 
http://www.clinicaltrials.gov/ 
 
Canadian Partnership Against Cancer Corporation. Canadian Cancer Trials 

 http://www.canadiancancertrials.ca/ 
 

Search: Yondelis, trabectedin + sarcoma 
 

Select international agencies including: 
 
Food and Drug Administration (FDA): 
http://www.fda.gov/ 

 
European Medicines Agency (EMA): 
http://www.ema.europa.eu/ 

 
Search: Yondelis, trabectedin 

 
Conference abstracts: 
 

American Society of Clinical Oncology (ASCO) 
http://www.asco.org/ 
 

Search: liposarcoma, leiomyosarcoma + Yondelis, trabectedin 
• last 5 years  
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