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Osteoarthritis (OA) is a progressive disease for which there is no effective disease-modifying therapy. It is characterised by articular cartilage degradation with uncontrolled proteolytic extracellular matrix destruction. The major proteoglycan in the extracellular matrix—aggrecan—is primarily cleaved by the ADAMTS (a disintegrin and metalloproteinase with thrombospondin motifs) family of genes.1 ADAMTS5 knockout mice have less severe cartilage destruction after induced joint instability compared with wild-type counterparts.2 However, ADAMTS5 regulation differs in humans,1 for whom the therapeutic role of ADAMTS5 inhibition is yet unclear. Although several ADAMTS5 inhibitors have been patented, the sole phase II trial (NCT03595618) did not demonstrate benefit for imaging or pain outcomes in knee OA.
Natural variation in the gene that encodes a protein drug target can offer insight into the clinical effects of perturbing that target pharmacologically.3 The random allocation of genetic variants at conception means that such Mendelian randomisation (MR) analyses are robust to the confounding and reverse causation that can hinder causal inference in traditional epidemiological study designs.4 As genetic proxies for … 
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