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Appendix 1 

We here detail modality specific primary a priori hypotheses. Secondary hypotheses will be 

stated in the papers corresponding to each modality. Primary and secondary outcome 

measures are stated at clinicaltrials.gov. We will also perform replication analyses informed 

by existing literature and related clinical studies (e.g. CANBIND, iSPOT-D, EMBARC (Lam 

et al. 2016; Trivedi et al. 2016; Williams et al. 2011)).  

 

Primary hypotheses 

PET  

• Patients with MDD differ in cerebral [11C]SB207145 binding at baseline compared to 

healthy controls.  

• [11C]SB207145 binding at baseline in patients with MDD predicts remission after 8 

weeks of pharmacological serotonergic intervention. 

• After 8 weeks of serotonergic intervention, patients with remitter status have a 

significantly greater reduction in cerebral [11C]SB207145 binding than non-

responders. 

 

MRI  

• Change in dorsal attention network connectivity (dorsomedial prefrontal cortex) and 

the default mode network connectivity (anterior cingulate cortex and posterior 

cingulate cortex) are associated with serotonergic treatment response after 8 weeks. 

• Lower amygdala reactivity to an emotional faces-paradigm at baseline predicts better 

serotonergic treatment response. 

• Hippocampal volume at baseline predict treatment response. 

 

EEG & ERP  
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• Patients with remitter status have greater alpha asymmetry (greater right than left 

hemisphere), higher theta band activity at anterior cingulate cortex (ACC), unstable 

vigilance regulation, and higher LDAEP at baseline. 

 

Cognition 

• Cognitive performance at baseline on affective cognitive tasks (Verbal Affective 

Memory Task 26, Emotional Recognition Task (eyes version)), social cognitive tasks 

(Moral Emotion task, Social Information Preference task) and cold cognitive tasks 

(Verbal Affective Memory Task 26, Letter-Number Sequence Task, Simple Reaction 

Time task) predict treatment response (remitter vs non-responder status) at week 8 and 

changes in clinical symptoms severity (changes in HDRS6 scores from baseline to 

week 8 and 12). 

• Patient performance on affective cognitive, social cognitive and cold cognitive tasks 

will improve after 12 weeks of serotonergic intervention. 

 

Blood, urine and saliva biomarkers  

• Systemic inflammation is associated with lower cognitive function at baseline and 

with treatment response after 8 weeks of serotonergic intervention.  

• Systemic markers of oxidative stress are associated with response to serotonergic 

intervention.   

• Restoration of HPA-axis dynamics in terms of the cortisol awakening response at 

week 8 is associated with treatment response to serotonergic intervention. 
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