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Introduction
The nocebo effect refers to adverse symptoms or hypersensitivity reactions driven by negative expectations rather than pharmacological mechanisms. This study aimed to examine demographic and psychological differences between nocebo reactors and non-reactors, and to distinguish subjective reactions from anamnestically credible hypersensitivity reactions to generic medications. Special emphasis was placed on the role of anxiety and depression in shaping the discrepancy between total reported and anamnestically credible reactions.
Methods
A total of 220 participants were divided into nocebo reactors (n = 110) and non-reactors (n = 110). Variables assessed included age, sex, education, anxiety (HAMA), depression (HAMD), total number of reported reactions to generic drugs, the number of anamnestically credible reactions, and the discrepancy between total and credible reactions. Statistical analyses included t-tests, chi-square tests, Mann–Whitney tests, and Pearson correlations.
Results
Nocebo reactors were significantly older (p < .001) and exhibited higher levels of anxiety and depression (both p < .001), with no differences in sex or education. They reported a significantly higher total number of hypersensitivity reactions (p < .001), and total reactions correlated moderately with both anxiety (r = 0.289, p < .001) and depression (r = 0.280, p < .001). In contrast, the number of anamnestically credible reactions did not differ between groups (p = 0.116) and showed no association with anxiety or depression (p > .70). The discrepancy between total and credible reactions—representing subjective or nocebo-type reactions—was significantly greater in nocebo reactors (p = 0.009) and correlated positively with anxiety (r = 0.341, p < .001) and depression (r = 0.368, p < .001).
Conclusions
Enhanced reporting of hypersensitivity reactions among nocebo reactors appears to be driven by psychological factors rather than physiological differences. Anxiety and depression strongly contribute to subjective, non-credible reactions but are unrelated to anamnestically credible hypersensitivity responses. The discrepancy between total and credible reactions emerges as a robust indicator of nocebo reactivity. These results underscore the importance of psychological assessment and expectation management in patients prone to nocebo responses, especially when prescribing generic medications.
