
BACKGROUND
Progression-free survival (PFS) is increasingly used 
as the primary end point over the gold standard of 
overall survival (OS) in oncology clinical trials; this 
leads to uncertainty about OS benefit, for which PFS 
may be an unreliable surrogate. Regulatory bodies are 
increasingly accepting PFS as an efficacy measure for 
market authorization. Practical limitations of using OS 
as the primary end point include the need for larger 
sample sizes and longer follow-up.1 PFS as a surrogate 
may be necessary or pragmatic, but must first be 
validated. The objective of this review was to evaluate 
the experience of the pan-Canadian Oncology Review 
(pCODR) with PFS as a primary end point.

METHODS
A retrospective analysis of pCODR Expert Review 
Committee (pERC) Final Recommendations and 
pCODR’s publicly posted Clinical Guidance Reports 
(January 2012 to December 2014) was conducted 
to identify reviews in which PFS benefit was 
demonstrated but OS benefit was unknown, and to 
examine pCODR’s approach to assessing net clinical 
benefit in this situation. The perspectives from pERC, 
the Clinical Guidance Panels, and patient advocacy 
groups were examined.

RESULTS
Twenty reviews met the above criteria. Disease sites 
included hematologic malignancies and cancers of the 
pancreas, kidney, and lung. Factors considered on a 
case-by-case basis by the Guidance Panels and pERC 
are illustrated in Figure 1.

pERC considered there to be meaningful clinical benefit 
in 17 of the 20 reviews. pERC’s final recommendations 
were based on its full deliberative framework (Figures 
2 and 3).

DISCUSSION
Direct clinical benefit is often measured by improved 
survival and/or quality of life. Disease progression 
was originally intended to simply describe what 

happens to tumours during therapy, not necessarily 
to imply meaningful benefit from those changes. It 
has been suggested that PFS as a surrogate for OS 
has been demonstrated in select cancers, although 
not consistently.1 It continues to be debated whether 
PFS has intrinsic value to patients or if it is lowering 
the bar on how new drugs are considered effective. 
Implications for determining cost-effectiveness merits 
further exploration.

CONCLUSION
Despite lack of consensus on the validity of PFS as 
a surrogate for OS benefit, pERC has considerable 
experience in determining the value of PFS on a case-
by-case basis when assessing the net clinical benefit 
of novel treatments. Clinical benefit was evaluated by 
pCODR’s multi-dimensional framework.
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FIGURE 1: Factors Considered When Assessing Progression-Free Survival

KEY MESSAGES
Facing uncertainty in OS benefit, pERC considers:
•	Input from Guidance Panels (clinical and economic) 

and patient advocacy group(s)
•	Value of observed PFS improvement
•	Other dimensions of effectiveness:                                   

morbidity, quality of life
•	Other criteria of overall clinical benefit:                                

safety, burden of illness, need
•	Recommendation based on full                                                

Deliberative Framework 

OS = overall survival; pCODR = pan-Canadian Oncology Drug Review; pERC = pCODR Expert Review Committee;                                                  
PFS = progression-free survival.

pERC’S DELIBERATIVE FRAMEWORK FOR DRUG FUNDING 
RECOMMENDATIONS FOCUSES ON FOUR MAIN CRITERIA:

CLINICAL BENEFIT PATIENT-BASED VALUES

ECONOMIC EVALUATION ADOPTION FEASIBILITY

FIGURE 2: pERC’s Deliberative Framework

pERC = pan-Canadian Oncology Drug Review (pCODR) Expert Review Committee.OS = overall survival; PFs = progression-free survival


