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Abstract

In more than half of the individuals with a clinically relevant bleeding tendency who are

referred to hemostasis experts, no biological etiology can be found after extensive

laboratory testing. These persons are diagnosed with an unexplained bleeding tendency

or “bleeding disorder of unknown cause” (BDUC). The mucocutaneous bleeding

phenotype of individuals with BDUC is generally comparable to that of individuals with

inherited bleeding disorders such as von Willebrand disease or platelet function dis-

orders. BDUC definitions applied in literature are heterogeneous, but all comprise 2

main criteria: (1) there is an increased bleeding tendency based on the clinical view of

the physician and/or an increased bleeding score; (2) no abnormalities are found with

available hemostasis laboratory tests. This is reflected in the recent published BDUC
first authorship and contributed equally to this work.
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definition by the Scientific and Standardization Committee of the International Society

on Thrombosis and Haemostasis, stating that BDUC is a diagnosis of exclusion, char-

acterized by normal hemostatic investigations despite a clinically significant bleeding

tendency. Importantly, other nonhemostatic and acquired causes of bleeding should be

excluded, but details on exclusion criteria and associated diagnostic testing remain

undefined. Patients and health care providers are challenged by the uncertainty and

lack of formal diagnosis particularly as there is no clear consensus regarding treatment.

Research on the diagnostic value of new laboratory tests in individuals with BDUC has

not yet been productive. In this illustrative review, the current practice and knowledge

gaps in BDUC are addressed, previous research on BDUC is outlined and future di-

rections with outstanding questions for future research in BDUC are highlighted.
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