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Appendix 1. Risk of mania following methylphenidate medication based on mania diagnoses and 

new prescriptions of antipsychotics 

 
Results from an analysis counting diagnoses of mania and new dispensations antipsychotics towards 

elevated mood, but not new dispensations of lithium or valproate semisodium. 
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Appendix 2. Analyses counting a schizophrenia diagnosis after methylphenidate treatment as mania 

 
A patient suffering a psychotic manic episode may have received a schizophrenia diagnosis from a 

treating clinician unfamiliar with the patient’s bipolar disorder history. To test the effect of such 

potential misclassification, we conducted supplemental analyses counting a schizophrenia diagnosis 

after methylphenidate treatment as mania, instead of censoring follow up at this time. 

 

Only two patients had received a schizophrenia diagnosis after methylphenidate treatment. As is shown 

in the Tables ST 2 and ST 3, counting these diagnoses as mania had only minor effects on the results. 
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Appendix 3. All types of mood stabilizing medications and antipsychotics dispensed in the stabilized 

group 
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Appendix 4. Prevalence of antidepressant treatment before and after methylphenidate treatment 

initiation and effects on the association between methylphenidate treatment and elevated mood 

 
The distribution of antidepressant treatment in each group before and after methylphenidate treatment 

is displayed in ST 5 below. 

 

 
 

The original analysis uses a stratified Cox regression model with a three-way interaction between 

stabilizer use, split time spans (0-3 months, 3-6 months), and the methylphenidate 

untreated/treated periods within the same individual (1/0). Adding an additional factor 

(antidepressant y/n) creates a four-way interaction that reduces power considerably and does not 

produce informative results. To test a potential interaction of antidepressant treatment and mania 

following methylphenidate treatment, we therefore dropped the time span factor and replaced it 

with the antidepressant variable. 

 

The table ST 6 below presents the original three-way interaction model (top), followed by a two-

way interaction model where time span is dropped. We thereby compare the 6 months prior to 

methylphenidate treatment with 6 months after methylphenidate initiation. The bottom of the 

table displays a three-way interaction where antidepressant treatment has replaced the time span. 

 

The results indicate that the finding of the current study is not likely to be driven by concomitant 

antidepressant treatment: the stabilized group is largely unaffected and the largest relative risk 

(HR) of mania in the non-stabilizer group is in fact observed among those not treated with an 

antidepressant. Yet, the non-stabilizer group maintains the increased risk of mania following 

methylphenidate. 
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Appendix 5. Risk of mania following methylphenidate medication based on mania diagnoses and 

new prescriptions of stabilizers in a lamotrigine-only subgroup 

 

In the mood-stabilizer cohort, there were 323 patients with lamotrigine as the only stabilizer. These 

were not included in either group (stabilized or non-stabilized) but analyzed separately below (Table 

ST 7 and ST 8). 

 

 

 
 

 

 

 


