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Von Willebrand disease (VWD) is a bleeding disorder that results from inherited defects in the concentration, structure or function of the large and complex glycoprotein von Willebrand factor (VWF). As such, VWD is classified according to whether the predominant defect is a partial quantitative deficiency (type 1), qualitative defect (type 2) or complete deficiency of VWF (type 3). However, registries from the UK and elsewhere show significant proportions of VWD patients to be unclassified, consistent with the potential challenge of subclassification and raising the question of its relevance to our day-to-day practice. The large and complex nature of VWF together with its multiple interactions and wide variation in baseline levels allows for many patterns of abnormal function to occur. Grouping together of shared characteristics has led to the unravelling of pathophysiological mechanisms that offer valuable insights into the structure-function and genetic control of VWF, which in turn have facilitated the development of effective treatment modalities. Indeed, without a means of classification, the ever-expanding body of information on VWD that has accumulated over the past 40 years would exist as little more than a vast series of case reports. The purpose of classification depends on whom it is attempting to serve: an ideal classification system should fulfill the needs of all its users. Scientists, clinicians and patients each have their own set of priorities and requirements in relation to VWD. VWD classification helps identify clinically important subgroups of patterns, denoting characteristics that imply a particular pattern of attributes, including clinical behaviour, treatment response and inheritance. It could be argued that in many cases it is not necessary to apply a classification system in order to satisfactorily treat VWD. Indeed, if we are determining an individual patient’s treatment on the basis of measured VWF parameters and desmopressin response, what additional information does VWD classification provide? The accelerated VWF clearance seen with the Vicenza variant is an example where classification may be beneficial: classifying such variants as a distinct category enables a body of knowledge to accumulate that may assist with appropriate management of these patients. Similarly, the identification of patients with type 2B VWD enables a cautious approach to the administration of desmopressin, in particular with regards the risk of thrombocytopenia; pregnancy may also pose specific challenges in this patient group. We can therefore see that it is through the grouping together of patients with key features that valuable information can be extrapolated. The advent of techniques such as next generation sequence technology will likely offer a temptation to categorise VWD on the basis of the underlying genetic cause. However the interest in causative mutations lies principally in their relation to the clinical phenotype which in turn directs our management of the patient. On the other hand, to have a system that divides patients into no treatment, desmopressin treatment and replacement treatment would be an oversimplification that excludes valuable scientific and clinical information. The challenge therefore remains to continue to develop a classification of VWD that incorporates our increasing understanding of VWF structure and function into a system that is of practical use to clinicians and intelligible to patients.
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