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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. 
 
  



pCODR Final Economic Guidance Report – Cobimetinib (Cotellic) for Metastatic Melanoma 
pERC Meeting: April 21, 2016; pERC Reconsideration Meeting; June 16, 2016  
© 2016 pCODR | PAN-CANADIAN ONCOLOGY DRUG REVIEW    iii 

INQUIRIES  
Inquiries and correspondence about the pan-Canadian Oncology Drug Review (pCODR) should be 
directed to:  
 
pan-Canadian Oncology Drug Review 
154 University Avenue, Suite 300  
Toronto, ON  
M5H 3Y9  
 
Telephone: 613-226-2553  
Toll Free: 1-866-988-1444  
Fax: 1-866-662-1778  
Email: requests@cadth.ca  
Website: www.cadth.ca/pcodr 
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• Post-progression treatment costs were not considered in the model because of lack of 
data, and this was considered to be a major limitation of this analysis. The high-level 
description of these treatments provided by the submitter showed that there are some 
differences between the groups, especially in the use of ipilimumab (higher in the 
vemurafenib monotherapy arm).  

• The unit costs of adverse events were not accurate and reflected treatment costs of these 
conditions in an acute care (hospital) setting.   

 

1.4 Detailed Highlights of the EGP Reanalysis 
 
The EGP made the following changes to the submitted economic model: 

1. Costs of second line treatments: We only considered the cost of the ipilimumab as the 
utilization was notably different between the groups. Based on the pCODR final economic 
guidance report on Ipilimumab, the recommended dose of this drug in the 2nd line setting 
is 3 mg/kg intravenously every three weeks for four doses, with a total cost of $97,400 
assuming a body mass of 70 kg and no wastage.4  After adding the cost of ipilimumab to 
other costs, the ICUR becomes $32,640/QALY less from the original. For this calculation, 
we assumed all patients who received ipilimumab would get all four doses, which may not 
be true considering the AE profile of the drug and its use as a second-line therapy. In 
addition, the lower number of patients getting ipilimumab in the combination arm may 
reflect administrative censoring rather than the reality (of 10 years of follow up). The 
overall effect of second (and potentially third) line treatments is still highly unclear 
considering the lack of information provided on other treatments (i.e., drug name, dose, 
duration) and the fact that therapeutic approaches are changing rapidly in the 
management of this disease.  

2. Health utility values: the EGP reviewed the systematic review document provided by the 
submitter which was conducted to inform the selection of the source and values for post-
progression utility states.5 A comprehensive peer-reviewed and grey literature search was 
conducted including the time period up to March 2015. None of the studies that were 
found used EQ-5D in melanoma (non-treatment specific) patients to elicit utilities for post-
progression states. As mentioned, the submitter used SG utility values obtained from the 
general public in the UK.2 A similar study was also conducted among the Canadian general 
public with results not very different from those in the UK.6 These values will be tested in 
the EGP reanalysis. No new relevant studies were identified by the EGP at the time of 
writing this report.  

3. AE unit costs: this reanalysis addresses the concern that AE treatment unit costs in the 
model used acute hospital admission codes, which may not be accurate in estimating the 
costs of AEs that could be treated in an ambulatory setting. We could not locate one single 
source to verify the unit costs of such AEs but did find a few studies that provided more 
reasonable and justified cost estimates. A recent Canadian study, for example, evaluated 
the cost-effectiveness of dabrafenib versus dacarbazine and VM in BRAF V600 positive 
unresectable or metastatic melanoma, and obtained AE treatment costs from a survey of 
14 Canadian physicians who considered the unit costs of physician and ED visits for the AE, 
medications, laboratory tests and other specialist assessments as needed.7 The costs of 
treating rash, pyrexia, and neutropenia in 2012 CAD were $368.23, $1706.85, and 
$6,432.45 respectively, which were all less than those used in the submitted model. A 
Canadian study, conducted among breast cancer patients receiving adjuvant therapy, used 
the cost of diarrhea equal to $2,760.30 referring to OCCI 2005 (less than in the submitted 
model, which used OCCI 2010/11).8 Another Canadian study among breast cancer patients 
on hormone therapies calculated the cost of arthralgia or myalgia to be $341, which was 
also less than that used in the submitted model.9 Conducting a more comprehensive search 
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and finding the most appropriate estimates for each modeled AE was beyond the scope of 
this critical appraisal. Instead, we can conclude that the submitter should have considered 
other sources for AE unit costs as the sources used overestimated the cost of these AEs. 
However, when the AE unit costs described above are introduced into the model, the 
impact on ICUR is non-significant considering the rarity of these events.  
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are also not very different. The EGP concluded that the large uncertainty around the 
extrapolation of survival probabilities (uncertainty that is impossible to evaluate under current 
model structure) is the main reason for seeing this large difference in ICER.     
 
The EGP concludes that based on the provided information the ICER is between the 
$314,268/QALY (using Canadian utility values and log-normal distribution) and $426,815/QALY 
(using Canadian utility values and OS with Weibull distribution) range.  

 

1.5 Evaluation of Submitted Budget Impact Analysis 

Budget impact analysis (BIA) were most sensitive to changes in percent positive after BRAV600 
testing (BIA increasing with more patients testing positive), market share assumptions (increasing 
with increasing shares), and the dose of combination therapy. In the latter case if per trial (actual) 
use is replaced by per label use, the 3-year BIA is higher than the Submitter’s estimate.  

BIA calculations considered only incident cases that will occur from 2017 to 2018. Each year, 
there will be a certain proportion of patients who will become metastatic from the past years’ 
incident stage I/II patients, ultimately increasing the BI over years. Another limitation was the 
use of treatment dose as per trial (‘real-world’ estimate) for the cobimetinib plus vemurafenib 
and vemurafenib monotherapy only. For more accurate BIA calculations per label use should have been 
assigned to all comparators (considering that actual use is not available for all comparators). So, if we 
assign per label use to cobimetinib plus vemurafenib and vemurafenib monotherapy, the 3-year BIA is 
higher than the Submitter’s estimate. 
 

1.6 Conclusions 

The EGP’s best estimate of ∆C and ∆E for COBI plus VM when compared to VM monotherapy is: 
• Between $314,268/QALY and $426,815/QALY where $317,648/QALY corresponds to the 

results of base case analysis by the submitter. 
• The extra cost of COBI plus VM is between $156,853 and $157,117 with 98% of cost 

difference attributed to drugs costs.  
• The extra clinical effect of COBI plus VM is between 0.367QALY and 0.500QALY with 88% of 

difference attributed to higher progression-free survival. 
 
Overall conclusions of the submitted model: 
 
Based on the EGP evaluation of the submitted model, the ICER of treating patients with COBI plus 
VM compared to VM in stage IIIC/IV previously untreated patients EGP is between $314,268/QALY 
and $426,815/QALY. The large uncertainty around the extrapolation of survival probabilities is the 
main reason for this large difference in the ICER. In addition, the current model structure limited 
the possibility of evaluating uncertainty around the cost-effectiveness estimates. Another major 
limitation that adds uncertainty to the current estimates is the lack of data on second line 
treatment after disease progression.   
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2 DETAILED TECHNICAL REPORT 
 

This section outlines the technical details of the pCODR Economic Guidance Panel’s evaluation of 
the economic evidence that is summarized in Section 1. Pursuant to the pCODR Disclosure of 
Information Guidelines, this section is not eligible for disclosure.  It was provided to the pCODR 
Expert Review Committee (pERC) for their deliberations. 
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3 ABOUT THIS DOCUMENT  

This Economic Guidance Report was prepared by the pCODR Economic Guidance Panel and 
supported by the pCODR Melanoma Clinical Guidance Panel and the pCODR Methods Team. This 
document is intended to advise the pCODR Expert Review Committee (pERC) regarding resource 
implications and the cost-effectiveness of cobimetinib and vemurafenib for metastatic melanoma. 
A full assessment of the clinical evidence of cobimetinib and vemurafenib for metastatic 
melanoma is beyond the scope of this report and is addressed by the relevant pCODR Clinical 
Guidance Report.  Details of the pCODR review process can be found on the pCODR 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 Economic Guidance Report was handled in 
accordance with the pCODR Disclosure of Information Guidelines. There was no non-disclosable 
information in the Economic Guidance Report provided to pERC for their deliberations.   

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

The Economic Guidance Panel is comprised of economists selected from a pool of panel members 
established by the pCODR Secretariat. The panel members were selected by the pCODR 
secretariat, as outlined in the pCODR Nomination/Application Information Package and the 
Economic Guidance Panel Terms of Reference, which are available on the pCODR website 
(www.cadth.ca/pcodr).  Final selection of the pool of Economic Guidance Panel members was 
made by the pERC Chair in consultation with the pCODR Executive Director. The Economic 
Guidance Panel is editorially independent of the provincial and territorial Ministries of Health and 
the provincial cancer agencies.   
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