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BACKGROUND: Opioids are effective analgesics for acute pain — at the group level. However, physicians cannot predict a
patient’s responses to an opioid due to the variability of opioid effects. Knowing whether an individual’s initial response to an
opioid analgesic can predict subsequent responses could be clinically useful. Reliability of subjective responses is a more direct
measure than reliability of opioid analgesia, which is limited by the moderate reliability of pain responses. In this study, we
explored the test-retest reliability of subjective opioid effects and blood levels, and the degree to which they correspond.

METHODS: Secondary data analysis of data from 66 healthy participants who had received counterbalanced combinations
of psychological state inductions (stress or control) and intravenous drug injections (oxycodone 3mg/70kg or placebo) in a
2x2 factorial, randomized, triple-blind, crossover design). We used visual analogue scale ratings (29 items comprising mood,
state, and side effects) from 6 time points (10-50 minutes post-injection) and blood samples (50 mins post-injection).
1. Test-retest reliability of subjective opioid effects and blood levels: we calculated Intraclass Correlation Coefficients
(ICC) using two-way mixed effect models under the absolute agreement definition, adjusting for time, session number, and sex.
2. Correspondence between subjective opioid effects and blood levels: we computed Pearson’s correlation coefficients.

RESULTS:

— Subjective opioid effects showed moderate-to-good reliability (ICCs = .67-.86), with ‘drug again’ showing excellent reliability
(ICC = .93). B’s revealed mostly lower subjective responses after the second drug exposure.
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Fig. 1 Mean reports of high, drug feel, dizzy, and not myself over time (drug like/dislike/again, dry mouth, dull, nauseous, warm face not shown)

= 52-.76).

iiililiiiiiiiiiii

r=.24 r=.08

— Blood levels of oxycodone and metabolites showed moderate-to-good reliability (ICCs
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Fig. 2 Violin-raincloud plots showing the distributions and individual trajectories of blood levels across sessions | Fig. 3 marginal scatter plot for the association
between oxycodone blood levels and drug high

— Subjective effects and respective blood levels were not significantly correlated, all r < .26, all p > .05 (see Fig. 3).

CONCLUSIONS.:
Our findings show fair test-retest reliability of subjective opioid effects and blood levels. A patient’s opioid response carries
useful information for predicting subsequent responses.

The data also indicate that subjective effects should not be inferred from blood data.
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