Challenges in identification and adjudication of adverse drug withdrawal events
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Introduction. Fear of adverse drug withdrawal events (ADWEs) is a significant barrier to deprescribing in practice. There is limited evidence on the incidence of ADWEs, in part due to limited methodological guidance and approaches that use routinely collected data to generate evidence about ADWEs on a population scale.  
Aims. To explore the challenges with adjudication of potential ADWEs identified in routinely collected data.
Methods. Pairs of likely discontinuations (algorithmic approach which combined text string searches of clinical documentation and medication order data) and potential ADWEs (diagnosis and procedure codes and clinical parameters) were identified. Approaches were tailored to specific drug groups: oral hypoglycemics, statins, antihypertensives, bladder antimuscarinics, and anticoagulants/anti-platelet agents. Identified records of older adults (65+) were then manually adjudicated to confirm discontinuations and ADWEs. Qualitative content analysis was applied to adjudication notes to identify challenges to ADWE identification.  

Results. 294 potential ADWEs were identified and adjudicated. 210 (71%) were assessed as doubtful, 61 (21%) as possible, 21 (7%) as probable, and 2 (<1%) as definite. We identified five themes: terminology (symptoms were present before and after discontinuation, e.g. bladder antimuscarinic stopped due to inefficacy), intent (the event was the intent/purpose of discontinuation, e.g. increased blood pressure in an individual with hypotension), causal inference (complex patients with other factors that could have caused the event), timeframe (event may represent progression of disease rather than an ADWE) and acute contraindications (where the medication was temporarily held to prevent an adverse drug event).  
Discussion. Few of the identified events were determined to be probable or definite ADWEs. An algorithmic approach was able to be developed to identify possible ADWEs in routinely collected data, however, adjudication was extremely complex. Further research is needed to develop adjudication methods with working definitions for ADWEs and these may need to be drug class specific.
