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[ Abstract] Objective To explore the difference in antidepressant response to repeated ketamine

treatment between anxious and non-anxious bipolar depression. Methods This study is based on a single-
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arm open-label clinical trial conducted at the Affiliated of Brain Hospital Guangzhou Medical University from
July 2016 to August 2018. A total of 32 patients with bipolar depression of anxious subtype (n=23) and non-
anxious subtype (n=9) were enrolled. Anxious bipolar depression was defined as DSM-5 bipolar depression
plus a Hamilton Depression Rating Scale Anxiety-Somatization Factor score of greater than or equal to 7.
They received 6 repeated sub-anesthetic doses of intravenous ketamine (0.5 mg/kg), while maintaining the
stable dosages of mood stabilizers, antidepressants and/or benzodiazepine sedative hypnotics. The depressive
symptoms were assessed with Montgomery-Asherg Depression Rating Scale (MADRS) at baseline, 4 hours after
the first infusion, 24 hours after each infusion, and 2 weeks after the whole treatment. Results There was no
significant difference in response and remission rates between anxious and non-anxious bipolar depression at 24
hours (response, 5/8 vs 14/19; remission, 4/8 vs 9/19) or 2 weeks after the last ketamine infusion (response,
4/7 vs 11/17; remission, 4/7 vs 6/17)(P > 0.05). The linear mixed model revealed a significant effect of that the
follow-up time on the MADRS score after controlling for haseline depressive symptom (F=20.558, P < 0.001).
After treatment, MADRS score decreased gradually, and anxious subtypes had no significant effect on MADRS
score (F=0.309, P=0.582). There was no significant interaction effect of anxious subtype by follow-up time on
MADRS score (F=0.215, P=0.988). Conclusions The depressive symptoms of both patients with anxious and

non-anxious bipolar depression significantly improved after receiving ketamine, and ketamine worked just as

well for anxious as non-anxious patients.
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