Serotonin-Norepinephrine Reuptake Inhibitor (SNRI) Associated Mixed Episode in an Adolescent with Schizoaffective Disorder
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To the Editor: Antidepressants have been recognized to have the potential to induce mania since the 1950s.1 Although there is significant variation between studies, the risk of antidepressant-induced mania has been estimated at 20–40% in adult bipolar populations and less than 10% in unipolar depression,2 where tricyclic antidepressants produce higher rates than selective serotonin reuptake inhibitor (SSRI). The rate of manic switch for unipolar depression patients is <1%, while for patients with bipolar depression is 3.7 to 11.2%, depending on the type of antidepressants used.3 Duloxetine, a newer dual-acting serotonin-norepinephrine reuptake inhibitor (SNRI), was associated with low incidence of treatment emergent hypomnia or mania in major depressive disorder (MDD) patients in adult population.4 To our knowledge, there had only been one report on ultra rapid cycling associated with duloxetine in an adolescent with bipolar disorder.5 Here we report a mixed episode switch associated with duloxetine in an adolescent with schizoaffective disorder.
Case report. Miss A, a 17 year-old female adolescent with juvenile rheumatoid arthritis (JRA) and schizoaffective disorder (depressive type) was hospitalized for depressed mood, visual/auditory hallucination, delusion of persecution and of being controlled for 4 months and suicide attempt for 1 month. She had reported long term dysthymia with spontaneous short term remission of 2-3 days of low mood since late childhood, and mood incongruent visual/tactile hallucinations (people figures looking, pulling and talking to her), but didn’t seek medical help until this hospitalization. She was treated with selective serotonin reuptake inhibitor (fluoxetine) 30 mg/d and risperidone 6mg/d for her depressive and psychotic symptoms (Hamilton Rating Scale for Depression 17 items, HAMD: 33; Brief Psychiatric Rating Scale, BPRS: 39), and prednisolone 6mg/d for her JRA-associated joint pains. However, she had persistent low mood, insomnia, hopelessness, suicide ideation and plan, impaired attention, and worthlessness despite some improvement in her joint pain and psychotic symptoms after two months of treatment, and hence her antidepressant was switched to duloxetine, and the dosage was titrated up to 60mg/d. After 2 months of combined treatment with duloxetine and risperidone, she became irritable and talkative, had increased goal-directed activities, multiple planning, decreased sleep need, and aggression along with subjective low mood, suicide ideation, and worthlessness (HAMD: 18; BPRS: 28; Young Mania Rating Scale, YMRS: 35). Duloxetine was discontinued immediately and clonazepam 8mg/d and lamotrigine 100mg/d were added to risperidone 6mg/d for her mixed episode, and the mixed episode was resolved after 4 weeks with residual symptoms of visual/auditory hallucinations (HAMD: 10; BPRS: 20; YMRS: 5).
Discussion. This is the first report of duloxetine-associated mixed episode in an adolescent with schizoaffective disorder. There had only been one report of ultra rapid cycling in adolescents with bipolar disorder,5 whose age was the same as our patient, and was treated with antipsychotic (olanzapine 10mg/d) as prophylaxis for her bipolar disorder, while our patient was treated with risperidone 6mg/d for her psychotic symptoms. The reported case was treated with 40mg/d of duloxetine,5 while our patient received 60mg/d of duloxetine. The reported case had alternating manic with depressive symptoms every 4 days after two days of duloxetine treatment, while our patient had onset of mixed manic-depressive symptoms after two months of duloxetine treatment. A brief review in adult population had suggested that mood switching with SNRI treatment appeared to be dose-related, but not time-related as development of hypomanic/manic symptoms can range from days to weeks after introduction or dose titration of SNRI.6 In this reported case, duloxetine was initially prescribed at 30mg/d for first 4 weeks and titrated to 60mg/d due to persistent low mood and suicide ideation; and mixed episode symptoms emerged 8 weeks after duloxetine was first introduced. Moreover, adult patients with suggestive bipolar features, such as chronicity, extreme severe mood episodes, cyclothymic temperament, non-affective psychotic symptoms, and a family history of psychiatric disorders may be more vulnerable to antidepressant-induced mania/hypomanic symptoms. Our patient had several features suggesting bipolarity such as a chronic course of depressive mood along with non-affective psychotic symptoms, which may suggest her vulnerability to antidepressant-induced hypomanic/manic symptoms.

Duloxetine is believed to be the most potent and most balanced dual acting reuptake inhibitors.7 Bipolarity is common later in life of adolescent patients with early onset unipolar depression.8 Despite previous studies9 supported low incidence of duloxetine associated mania or hypomania symptoms with satellite case reports10 in adult population, we found the use of duloxetine, when compared with SSRI, may possibly increased risk for mood switch in an adolescent with initial manifestation of psychotic symptoms with unipolar depression. This finding is consistent with the report of Pacchiarotti et al where SNRIs have been thought to possibly be more likely to be associated with mood switch compared to SSRIs.11 Our case illustrates that careful measures should be taken when duloxetine is prescribed in patients with risk for mood switch. It has been suggested from adult case reports that treatment initiation with lower doses and upward titration when needed may be preferable to minimize risk of SNRI induced mood switch.6 Moreover, polytherapy in mood disorders with SNRI such as duloxetine at low dosage may also help to minimize the risk for mood switching in clinical practice. Hence, further prospective studies should be designed to answer the concerns of duloxetine associated mood switch in adolescent patients.
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