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liposarcoma or leiomyosarcoma after prior anthracycline and ifosfamide chemotherapy and that there is 
an unmet need for effective treatment options. However, pERC noted that in the SAR-3007 study, 
trabectedin was associated with a modest PFS benefit, no survival benefit, and no difference in symptom 
outcomes. On balance, therefore, pERC considered that trabectedin only partially aligned with patient 
values. 
 
pERC deliberated upon the cost-effectiveness of trabectedin and concluded that it is not cost-effective 
when compared with dacarbazine for patients with metastatic liposarcoma or leiomyosarcoma who were 
previously treated with at least either a combination of an anthracycline and ifosfamide or an 
anthracycline plus additional chemotherapy regimen. pERC noted that the cost and proportion of 
subsequent therapies following disease progression on trabectedin or dacarbazine was a large driver of 
both the cost and the incremental cost-effectiveness ratio. Overall, neither the submitter’s nor the 
pCODR Economic Guidance Panel’s (EGP’s) best estimates for trabectedin compared with dacarbazine 
could be considered cost-effective in this setting.  
 
pERC discussed the feasibility of implementing a reimbursement recommendation for trabectedin and 
noted that the budget impact may increase due to the potential for wastage (as vial sharing is unlikely) 
and due to the indefinite treatment duration of trabectedin. pERC also discussed the resource intensity of 
trabectedin, noting the additional monitoring of toxicities that would be required and that not all 
jurisdictions would be able to administer trabectedin in outpatient chemotherapy centres, and therefore 
would administer trabectedin in inpatient hospitals. On the other hand, liposarcoma and leiomyosarcoma 
are uncommon cancers, and so the absolute budget impact is likely modest. 
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EVIDENCE IN BRIEF  

 
The CADTH pan-Canadian Oncology Drug Review (pCODR) Expert Review Committee (pERC) deliberated 
upon a pCODR systematic review, other literature in the Clinical Guidance Report that provided clinical 
context, an evaluation of the manufacturer’s economic model and budget impact analysis, guidance from 
pCODR clinical and economic review panels, input from one patient advocacy group (Sarcoma Cancer 
Foundation of Canada), and input from pCODR’s Provincial Advisory Group (PAG). 
 
 
OVERALL CLINICAL BENEFIT 
 
pCODR review scope 
The purpose of this review is to evaluate the safety and efficacy of trabectedin (Yondelis) compared with 
an appropriate comparator for the treatment of patients with metastatic liposarcoma or leiomyosarcoma 
after failure of prior anthracycline and ifosfamide chemotherapy. 
 
Studies included: One open-label phase 3 randomized controlled trial 
The pCODR systematic review included one international, multi-centre, open-label, phase 3 randomized 
controlled study (SAR-3007) that compared the efficacy and safety of trabectedin with dacarbazine. 
Patients received trabectedin at a dose of 1.5 mg/m2, via continuous intravenous infusion over 24 hours, 
administered on day 1 of each 21-day cycle. Dacarbazine was given at a dose of 1 g/m2 intravenous 
infusion over 20 to 120 minutes, administered on day 1 of each 21-day cycle. Both treatments were 
administered until disease progression or intolerable toxicity. Patients in the dacarbazine group with 
progressive disease were not allowed to crossover to the trabectedin group in the study. pERC noted that 
four patients in the dacarbazine group received trabectedin as a subsequent anticancer therapy.  
 
Patient populations: Previously treated patients with performance status 0 or 1 
The SAR-3007 study included patients aged 15 years and older with unresectable locally advanced or 
metastatic liposarcoma or leiomyosarcoma. All patients were previously treated with either a 
combination of anthracycline and ifosfamide or an anthracycline and at least one or more additional 
cytotoxic chemotherapy agents. Patients had an Eastern Cooperative Oncology Group Performance Status 
(ECOG PS) of 0 (50%) or 1 (50%). The median age of patients was approximately 57 years and the majority 
of patients had two or more prior lines of chemotherapy (89% and 87% in the trabectedin and dacarbazine 
groups, respectively). pERC noted that compared with the dacarbazine group, the trabectedin group had 
a longer time from initial diagnosis to starting treatment (median of 34 versus 27 months, respectively). 
Five (1%) patients in the trabectedin group did not receive trabectedin compared with 18 (10%) patients 
in the dacarbazine group.  
 
Key efficacy results: No overall survival benefit and modest progression-free survival 
benefit 
The primary end point of the SAR-3007 study was overall survival (OS), which was not statistically 
significantly different between trabectedin and dacarbazine (13.7 versus 13.1 months, respectively; 
hazard ration [HR] = 0.93, 95% confidence interval [CI]: 0.75 to 1.15, P = 0.49). pERC acknowledged that 
the pCODR Clinical Guidance Panel felt that subsequent therapies post-progression on trabectedin or 
dacarbazine may have impacted the OS results. pERC disagreed that the differences in the subsequent 
therapies may have confounded the OS results, as none of the subsequent therapies have previously 
shown an OS benefit in this patient population. pERC also discussed the progression-free survival (PFS) 
results observed in the SAR-3007 study. Trabectedin was associated with a 2.7-month improvement in PFS 
compared with dacarbazine (4.2 months versus 1.5 months, respectively; HR = 0.55, 95%CI, 0.44 to 0.70, 
P <0.0001). pERC considered there to be an absence of an OS benefit, and the PFS benefit observed was 
modest. pERC noted that overall response rates, which were all partial responses, were very low in both 
the trabectedin and dacarbazine groups (9.9% versus 6.9%, respectively). 
 
Quality of life:  No significant difference in symptom outcomes 
While symptom-specific symptoms were assessed in the SAR-3007 study, patients’ overall health-related 
quality of life was not. Patient-reported symptom burden and the impact of treatment on symptom 
change or stability was assessed using the MD Anderson Symptom Inventory. Results suggested that the 
majority of patients in both groups were asymptomatic or minimally asymptomatic. There were no 
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significant differences from baseline to cycle 8 in both groups, with the exception of cycle 2, in which 
9.4% and 3.3% of patients in the trabectedin and dacarbazine groups, respectively, reported nausea. 
Results were based on 71 and 14 patients in the trabectedin and dacarbazine groups, respectively, who 
were still on treatment by cycle 8. pERC emphasized the importance of quality-of-life (QoL) data to 
inform its deliberations, given the modest clinical effect of trabectedin on PFS. 
 
Safety: More frequent and higher-grade adverse events compared with dacarbazine  
Almost all patients in the SAR-3007 study experienced a treatment-emergent adverse event (AE). More 
patients in the trabectedin group experienced grade 3 to 4 AEs than the dacarbazine group (81% versus 
57%, respectively). Grade 3 to 4 AEs were reported in a higher proportion of patients treated with 
trabectedin compared with dacarbazine for clinical rhabdomyolysis, nausea, vomiting, fatigue, diarrhea, 
constipation, anorexia, dyspnea, headaches, fever, cough, elevation of liver function tests, and elevation 
of creatine kinase. Withdrawals due to AEs were reported in 26% and 22% of patients treated with 
trabectedin and dacarbazine, respectively. Three patients (12%) and no patients had a treatment-related 
death in the trabectedin and dacarbazine groups, respectively. pERC discussed the side effect profile of 
the comparator dacarbazine and noted that it is associated with substantial toxicities. Furthermore, pERC 
noted that trabectedin had more frequent and higher grades of AEs than dacarbazine.  
 
Need and burden of Illness: Current therapies have limited effectiveness and substantial 
toxicities 
Sarcomas comprise about 1% of all cancers diagnosed in Canada. About 40% of sarcomas are liposarcoma 
or leiomyosarcoma. There is no standard of care for patients with metastatic liposarcoma or 
leiomyosarcoma after prior therapy with an anthracycline and ifosfamide chemotherapy. Treatments 
include, but are not limited to gemcitabine with or without docetaxel, dacarbazine, clinical trials, and 
best supportive care/palliative care. pERC noted that the goals of treatment for patients with metastatic 
liposarcoma or leiomyosarcoma are primarily palliative; namely, to prolong life while maintaining or 
improving QoL. Overall, pERC considered that there is a need for new and effective therapies for patients 
with metastatic liposarcoma and leiomyosarcoma that provide prolong survival, improve QoL, and have 
more favourable toxicity profiles. 
 
 
PATIENT-BASED VALUES 
 
Values of patients with metastatic liposarcoma or leiomyosarcoma: Delayed progression 
pERC deliberated upon patient advocacy group input for trabectedin for metastatic liposarcoma or 
leiomyosarcoma and discussed the values of patients with metastatic liposarcoma or leiomyosarcoma. 
Patients indicated that the key symptoms to control were severe pain, fatigue, difficulty breathing, 
difficulty sleeping, cough, constipation, and inability to complete daily tasks. pERC acknowledged that 
patients indicated that there are currently limited treatment options and that they were willing to 
tolerate side effects for treatments that delay or stop disease progression. pERC noted that patient 
advocacy input was based on six conversations with patients, caregivers, and physicians in the Canadian 
sarcoma community. The patient advocacy group also mentioned having insight into the experience of the 
disease from calls to the organization’s 1-800 line and email support service. pERC acknowledged the 
difficulty that patient advocacy groups have in accessing patients, especially those with late-stage 
liposarcoma or leiomyosarcoma.  
 
Patient values on treatment: Disease control with acceptable toxicities 
pERC noted that two patients who provided input had direct experience with trabectedin. These patients 
reported that trabectedin was able to slow disease progression and was tolerable in terms of side effects 
such as fatigue, nausea, vomiting, and iron deficiency. In discussion, pERC stated that based on the 
current evidence, trabectedin was associated with a modest PFS benefit, no survival benefit, no 
difference in symptom outcomes, and a potential for substantial toxicities. pERC acknowledged the 
importance of having more treatment options in this patient population. On balance, therefore, pERC 
considered trabectedin to be only partially aligned with patient values. 
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ECONOMIC EVALUATION 
 
Economic model submitted: Cost-utility analysis 
The pCODR Economic Guidance Panel (EGP) assessed a cost-utility analysis of patients with metastatic 
liposarcoma or leiomyosarcoma who were previously treated with at least either a combination of an 
anthracycline and ifosfamide or an anthracycline plus additional chemotherapy regimen. Trabectedin was 
compared with dacarbazine. A comparison was based on the results of the SAR-3007 study.  
 
Basis of the economic model: Clinical and economic inputs 
Costs considered in the model provided by the submitter included drug costs, drug administration costs, AE 
costs, subsequent treatment costs, palliative care costs, and end of life costs. The key clinical outcomes 
considered in the model provided by the submitter were OS and PFS estimates from the SAR-3007 study. 
Utilities were determined from the literature.   
 
Drug costs: Very high drug cost compared with other treatment options 
Trabectedin costs $3,061.33 per milligram. At the recommended dose of 1.5 mg/m2 intravenous infusion 
over 24 hours every 21 days, trabectedin costs $371.73 per day and $10,408.52 per 28-day course.  
 
Dacarbazine costs $0.3852 per mg. At the recommended dose of 1 g/m2 intravenous infusion over 20 to 120 
minutes every 21 days, dacarbazine costs $80.59 per day and $2,266.67 per 28-day course.  
 
Cost-effectiveness estimates: Not cost-effective at submitted price 
pERC deliberated upon the cost-effectiveness of trabectedin and noted that the EGP’s estimate of the 
incremental cost-effectiveness ratios (ICERs) was higher than the submitter’s estimate, primarily because 
of different assumptions regarding the cost of subsequent treatments post-progression and proportion of 
patients receiving subsequent treatment post-progression. pERC reviewed the ICERs provided by both the 
submitter and the EGP and determined that trabectedin was not cost-effective, at the submitted price, 
when compared with dacarbazine in either analysis.  
 
 
ADOPTION FEASIBILITY 
 
Considerations for implementation and budget impact: Small patient population 
pERC discussed the feasibility of implementing a reimbursement recommendation for trabectedin and 
noted that trabectedin provides another treatment option for a very small number of patients. Key 
challenges to implementation include the indefinite treatment duration of trabectedin, drug wastage due 
to the very small number of patients, and 24-hour continuous infusion, which would increase resource 
impact. Trabectedin would be given in an outpatient chemotherapy centre or in-patient hospital. For the 
administration of trabectedin in inpatient hospitals, hospital resources are required for appropriate 
administration and monitoring of toxicities. 
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Information sources used 
pERC is provided with a pCODR Clinical Guidance Report and a pCODR Economic Guidance Report, which 
include a summary of patient advocacy group and Provincial Advisory Group input, as well as original 
patient advocacy group input submissions to inform its deliberations. pCODR guidance reports are 
developed following the pCODR review process and are posted on the pCODR website. Please refer to the 
pCODR guidance reports for more detail on their content.  
  
Consulting publicly disclosed information 
pCODR considers it essential that pERC recommendations be based on information that may be publicly 
disclosed. All information provided to pERC for its deliberations was handled in accordance with the 
pCODR Disclosure of Information Guidelines.  
 
Use of this recommendation  
This recommendation from pERC is not intended as a substitute for professional advice, but rather to help 
Canadian health systems leaders and policy-makers make well-informed decisions and improve the quality 
of health care services. While patients and others may use this Recommendation, it is for informational 
and educational purposes only, and should not be used as a substitute for the application of clinical 
judgment respecting the care of a particular patient, for professional judgment in any decision-making 
process, or for professional medical advice. 
 
Disclaimer 
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. This document is 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 document).  
 
 


