
Assessing treatment adherence in bipolar disorder: Does increasing sources of 
information improve correlation with symptoms? 
 
Methodological question being addressed: Does collecting data on medication adherence 
from multiple sources provide information that might help interpret the trajectory of drug response 
in bipolar clinical trials? 
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Abstract: 
Aims: Poor medication adherence in bipolar disorder (BD) is associated with poor outcomes. 
However, assessing adherence in BD is challenging given that patients are often on multiple 
medications, may under-report suboptimal adherence and adherence may fluctuate over time. 
While there is not always a clear association between adherence and treatment response, 
evaluating the relationship between BD symptoms and differing methods of adherence evaluation 
may help to operationalize a strategy for adherence assessment that has practical relevance. This 
analysis, from an on-going prospective, 6-month trial of long-acting injectable antipsychotic (LAI 
in the form of Abilify Maintena) + a customized adherence enhancement intervention assessed 
correlations between BD symptoms as measured with the Brief Psychiatric Rating Scale (BPRS) 
and combinations of different methods of adherence monitoring.  
 
Methods:   The study concluded targeted enrollment of 30 poorly adherent adults with Type 1 or 
2 BD, mean age 49.47 (SD 9.28), 13 women (43.3%), 17 African-American (56.7%).  All patients 
received monthly LAI and continued non-antipsychotic foundational BD medications prescribed 
at study baseline (lithium, anticonvulsant mood stabilizer, antidepressant drug). Adherence was 
assessed using LAI injection frequency (LAIF) with a patient counted as 100% adherent if LAI 
was administered within 7 days of when it was scheduled to be administered.  Self-reported 
adherence was assessed using past month medication-taking on the Tablets Routine 
Questionnaire (TRQ), deriving an average TRQ (proportion of days with missed doses) for 
individuals on more than 1 foundational BD drug. Adherence attitudes were assessed with the 
10-item Drug Attitude Inventory (DAI).  We assessed the correlations between total endpoint 
BPRS scores and single adherence measures (LAIF, TRQ, DAI) as well as in combination (BPRS 
and 2 adherence measures, BPRS and 3 adherence measures). LAIF, TRQ and DAI were all 
assessed as continuous measures. Coefficients of determination were generated for single 
variable comparisons, and multiple coefficients of determination were generated for multiple 
variable comparisons using linear regression and multiple linear regression respectively.  F scores 
and p-values were obtained from the regression models as indicators of goodness of fit.  
 
Results: In addition to LAI, patients were on an average of 1.43 (SD 0.77) oral BD medications 
including lithium (N=3/10%), anticonvulsant mood stabilizer (N=12/40%) and antidepressant 
(N=14/47%). Average past-month TRQ was 25.34 (SD 16.87), while average DAI was 8.71 (SD 



1.08) and average LAIF was 0.99 (SD 0.02).  From baseline to endpoint (last available BPRS 
score), mean BPRS decreased by 7.97, SD 8.41.  Percent of the variance of BPRS explained by 
average LAIF, TRQ, and DAI was 8.7% (model p=0.115), 2.2% (model p=0.753), and 36.4% 
(model p=0.002), respectively. Percent of the variance of BPRS explained by 2 methods of 
adherence assessment ranged from -16.9% (model p=0.607) to 88.5% (model p=0.006).  Percent 
of the variance of BPRS explained by 3 methods of adherence assessment was 84.8% (model 
p=0.035). 
 
Conclusions: Medication adherence can be challenging to assess in BD clinical trials. Using 
multiple methods of adherence assessment in research studies, including attitudinal evaluations, 
may help to interpret symptomatic outcomes and inform future interventional approaches that can 
engage patients and advance care. 
 
 


