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The importance of providing clinical guidance based on the best available knowledge cannot be 
overstated – the task is one of the most crucial mandates of any medical organization. The challenge has 
always been the changing nature of our understanding, of medical treatments, of course, but also of 
what defines the best available knowledge. The first definitions outlining a potential “hierarchy” of 
knowledge were set down in 1979 [1] by a task force which included David Sackett, the “father” of 
Evidence-Based Medicine. He later published the original “Rules of Evidence”, based on consensus 
agreement, which suggested grades of recommendations [2]. From the beginning, the concept that a 
hierarchy of empiric, data driven evidence should inform clinical decision making existed. 

Understanding that the pure “levels” of evidence do not provide deep analysis of study quality, experts 
in methodology have since attempted to devise a better way to rank recommendations. One of the most 
widely adopted systems today is the Grading of Recommendations Assessment, Development and 
Evaluation (GRADE), which seeks to provide a transparent framework for moving from evidence to 
recommendation [3]. A core tenet of GRADE is to separate evidence quality (aka certainty) from the 
“strength” of a recommendation, but still acknowledge quality as a major component of that strength 
rating. To use GRADE properly requires a formal assessment with systematic review of the evidence 
underpinning each recommendation. This assumes the availability of certain types and quantities of 
evidence. For many topics requiring practical clinical guidance, this evidence simply does not exist, 
which creates a true branch point and dilemma for attempted use of the GRADE system by guideline 
organizations – a problem which the GRADE group does not acknowledge. Although GRADE has been 
implemented by many organizations worldwide, the system has its detractors, who point out there “is a 
central paradox: while GRADE has evolved through the evidence-based medicine movement, there is no 
evidence that GRADE itself is reliable.” In other words, GRADE itself has not been validated [4]. 

Over the past decade, the EAU Guidelines have endeavored to improve and incorporate the body of 
evidence which informs our recommendations, including by creating a Methods Committee and, when 
possible, following similar methods as those proposed by the GRADE group, in a modified fashion [5]. 
Such a process starts with synthesizing the evidence via systematic review [6]. With 21 separate 
guidelines, and 1865 individual recommendations historically based on the modified Oxford levels of 
evidence, this task must be approached in a practical manner which continues to provide clinical 
guidance in a familiar format to our more than 16,000 members. To date the Guidelines Office, through 
its innovative Associates Programme [5], has produced over 200 unique systematic reviews which have 
directly impacted the guidelines. 

Our publicly available Guidelines Office Development Handbook [5] describes the methods currently in 
use, which closely follow the Cochrane Handbook and GRADE format: From 2018 onwards, the EAU 
Guidelines have been using a modified GRADE approach for the grading of recommendations. 
Accordingly, a Summary of Evidence (SOE) table is created for each recommendation within the 
guidelines which addresses: 1. The overall quality of the evidence which exists for the recommendation, 
2. The magnitude of the effect (individual or combined effects), 3. The certainty of the results (precision, 
consistency, heterogeneity and other statistical or study related factors), 4. The balance between 
desirable and undesirable outcomes, 5. The impact of patient values and preferences on the intervention, 
and 6. The certainty of those patient values and preferences. These key elements in the SOE tables are 
the basis which panels use to define the strength and direction of each recommendation. Panels can 
provide both ‘strong’ and ‘weak’ recommendations ‘for’ or ‘against’ recommending an action based on 
the information found in the SOE tables. The strength of each recommendation is determined by the 



balance between desirable and undesirable consequences of alternative management strategies, the 
quality of the evidence (including certainty of estimates), and nature and variability of patient values and 
preferences. 

The GRADE process allows for and may result in many more “strong” recommendations, despite low 
quality evidence, based on other domains. In this month’s issue of European Urology, Dahm and 
colleagues analyzed the adherence of EAU Guidelines to the GRADE system and report the findings that 
“64.0% were categorized as strong and 36.0% as weak” in their letter to the editor [7]. The GRADE group 
insists that “Separating the judgments regarding the quality of evidence from judgments about the 
strength of recommendations is a critical and defining feature of this new grading system” [8]. 
Nonetheless, there is an inherent bias among advocates of GRADE that low quality evidence should not 
lead to a strong recommendation, and guidelines which differ should be criticized. Dahm and colleagues 
go on to list that five of the six recommended GRADE metrics appear to be missing from all but one EAU 
guideline. In reality, these methods are present [5], but descriptions can only be found in the central 
website handbook, and evidence summaries are not yet publicly available. These issues will be resolved, 
and we appreciate the authors’ suggestions and interest in our process. 

It should be emphasized that the most widely accepted assessment tool used to evaluate the quality of a 
clinical practice guideline is the AGREE II instrument, which looks at six separate process domains, 
including scope and purpose, stakeholder involvement, rigor of development, clarity of presentation, 
applicability, and editorial independence [9]. Note that production of high-quality Clinical Guidelines 
comprises numerous steps beyond the final recommendations. Only one step relates to methods. 
Furthermore, the “rigor of development” domain in AGREE II does not specify use of GRADE, or any 
other specific methodology, and use of GRADE itself is not a metric for guideline quality. EAU Guidelines 
achieve high AGREE II scores in all domains, and have been shown to outperform other globally 
respected guidelines when directly compared [10]. It remains our goal to ensure that every guideline 
produced by the EAU meets these proven standards, while keeping current with the ever-changing 
landscape of evidence, knowledge, and the health of our patients. 
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